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mi 2 0 0 3 -4 3 5 0 8 9 : 1/E 



umm 1 1 

^ (I) 




(I) 

COR 



E(i-wi -N (R^ ) -W^ -s -W^ -CH (R' ) -O-W^ -W^ -0-C 
H (r6 ) _cH (R^ ) -W^ - (W^ WW^ itm-tfzii^ 

^oT. /^iiW^^t-LTv^-C^i iv^C 1 - 3 T;^^V>S^^ R^*3J;lfR^ fi 

ns^ ^i«m$^^■cv^r ^> iv^c 1 - 6 t;v^;v*. gm^^xTv^-c^^ iv^c i - e t;v 
3 ^ ->^i3 J; n <5r- y M-?-^^ atm^i) mm*^ $ lb L -C T J: v^^ > 

r3 43j;t/R4 i±|lI-t/i{i^'&-:^T. tL-rn7X*Mi^. ^^xn^TyW.^. Sife^tLTV^ 

limm 2 ] 
[ii^Ti 3 1 

[W*JM 4 ] 

E^s-W^ -N (rM -w^ - (w^ Rzm^ itm-tfzlin^£'or. ^^^tfzl±U 
m^tLTv^T% J:v^C 1 - 3 T;v^V>*^, R^ {i«$:i^-Cv^T^> iv^I^M^ 

IW*^ 5 ] 

R li K n 3p ^ 1 IB««0'fb'^i^ ^ {i ^ <^:^o 

[ffi^Tj 6 ] 

umm 8 1 



ffiSE^ 2005-3006800 



#f| 2003-435089 



^-v: 1/ 



[0 0 0 1] 

[0 0 0 2] _ 

G^SK*^5:MS:## (G Protein-coupled Receptor; GPCR) (7) 1 o c$) -2) G P 

R 4 oi) V K^ei-itasmt?*) ^9 ^ mm(7) /smmi^^^^G p r 4 o:^^^ >x u >^ti:>^^ffl 
tm<mt^':^r\^^^^t^m^-^firior, (mm~scmi) . gpr4 ot^^-^ >ii-f 

T^^^vi^^ iJ'T y ^:3^=-:^Y\t2 mM^m. wm^. mmmm'^. ^y:^v ymmn. 

[0 0 0 3] 

mi] 



HOOC 



^CR'R^)m 



R 




11': Ci-3T;v^;v#; r\ r^: h^; R\ R\ R': h. CHs^; RrK R'^ m: 0-3; 
X^: 01^; R^ R^ H^; Y. Z: >ftfe::^^-'S^fctiO; R«: "7^-;^^; R^ Ci-eT 

-e^ $ tL ^ ;v ^ ^ ~> V - A ±im S^i!^t44b$## ( P p A r ) Plff^iJ /O^' P P A R mdt- 

[0 0 0 5] 
['ft 2] 



-X— Q— Y 





U— W— (C=0)— R"" 



[0 0 0 6] 

CR': «m$tLTv^T% J;v^5M^#«*m*; X: 0. S. -NR^-(R^: H, 

$tLTv^T'^ iv^R^kTK*^^^)^; Q: Ci-2oco2'fffic7?Mb7K*S; Y: M^^. 0. S. -MR 
^-(R'- H. g^^tLTv-T^ iv^R-fbyX**^)^; ?iA: 1 ^v^L31i<^Sm*=Sr^ fbt' 
;tLTV^T^> iv^^Wm; Z: -(CH2)n-Z^-(n: 1-8. Zi : 0^)^; WB: I'StV^LS'fiO 

-tv^^^^f^m^; U: ^^^^; W: Ci-2o<^2'(ffi<D^<b7K* 
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^--j : 2/ 



* • r3 • -OR' - (R' : H. »m $ T ^ J: mti^mm) t tz {±-NR« R^ ° - (R^ R' ° : H. 
[0 0 0 7] 




[R^: Ci-8T;v^;v. Ci-8T;V3^v. /Nn^^y®^, h U 7;i/^n^f-;v#; R^ : -COOR 
3 (R^: H. Ci-4T;Vdr;V)#; A: Ci- 8 T;v^ V >'^; g: Ci-8T;v^;v. Ci-8T;V=r^ 

-8T;v^V^^#; E^: -0-^; E^: #1^^^; n: 0. l; Cycim: ^^t'^v^^] 

^ffl -e ^ i t ^ tL-c o 

[0 0 0 9] 




CmArl. mrllx itArlll: «m LTV^-C J: v^^-^^^; A: -0-. -S-, -NRi3-( 
Ris: H. T)V^)vm)m; B: -0-^; D: ^-^^ ^^^W; E: fe^. ^-^vv; X: H^; Z 
: R21O2C-. (R2i)2NC0-(R2i: H. t;v^;v^)^: a. b> c. e: 0-4; d: 0-5; f: 0-6; Ri 

Ri 2 * 3 

X^mo ^Mit^mt^ KRVify F^##:|§^M, P P A R ^^^7 ^ h , P P 
[0 0 1 1] 
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3/ 




10 0 12] _ 

CX: COOH(^y^f-;V'^tf)^; : CHa^; Mmi'^^CE(Dm(D^. ^^-fifz^^^^^m.m 
^-C^^^Cifc^^-r; 1': Om; R\ H. Me#; n: 1. 2; Y. Z: m^i)'St 
fzm: y: 0-5(7)^gfc; : CFa^] 

mw-xns Kit. ^ : 

[0 0 13] 
Kb 61 




[0014] 

ALK: Ci-3T;v^V>; R^ : H. Ci-3T;Vdr;V; Z: /nu^ >'-e^m$^^-CV> 

[0 0 15] 
Ut7] 



Ar-(CH2)m-0 




(CHJn- 



COOH 



[0016] 

[Ar: i-m<Dm-xitm^^-ofz^^urym^m^'Um^f^-^'^y^-}^^\ R^: /^uyym 

R^: H^; R\ R^: H. /^^^>'il^; m: 1. 2; n: 2-7] 

#lt«i 0 Kit. ^ : 

[0 0 17] 
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4/ 



[its] 




0R3 



[0 0 18] 

CA: OH^t?sm$tLTv>-c^) iv^Ti; X^: H^; Y. Z: H^; n: 0-3; m: 0. l 

; Q: 0^; Ar: TV-V^^; R^-R*: H#] 

x-mt> ^ M it^m^^ p p A R m^m^.<Di^mm tLxmm-^^^^. m^it2 mm^m. 
ti±^<m^i)^^j:<. :iivt'CGPR4 o^mmm%mmim-^m-r:h^t^m (gpr4 

Wm'i'XM. 1 ] ^-^ ^ ^ ^ - (Nature) . 2 0 03 4iE. 422^. 173-176K 

1 ] mm^j^mm 03/068959 -7 ^ >7 > 

[#lt«2] IHF^^Pjfl^O 2/0 5 7 7 8 3^/^°:^^V-7 h 

[#it«3] mm<&mmo 2/0 9259 o-i-^^°^'7 h 

[#i^=:fcm4 1 ISI^<Zr^^ 0 2 / 0 5 3 5 4 7 :7 ^ >;/ h 
[#rF«5] llPt-5rl3^ 9 9/ 1 1 2 5 5 -^/^°>' 7 V -7 h 
[#f^:5:m6] |llP^<2rPfl*0 0/6 4 8 7 6^/^°>7^y h 
l#S^^m7l l/O O e O 3-^/^°>•7Vy h 

[#1^:5:^81 mm<kmm9 7/3190 7-^/^'>'•7l/^>' > 
[#it:sc*^ 9 1 mm<^mn q 2 / o s z e> 1 & ^^-^yy\^y y 

[#lt«l 01 |1^<&@S»0 1/5 5 0 8 5-^^N°>-7^>7 h 
[0 0 191 

^ >^ V :^^rif4£m^^itM^ }f(D^m • t LT^ffl>& g p r 4 0 
mm ^ ^ o^^i 

[00201 

\Z ^ mi-^fz G P R 4 0 $##T =f-;^ h VM^^* -^K'^'m.'^m(Dmm^n t LTOt)tt 
tC:feV^-C^«tL/cttK*:frLXj3 Bi?LIij%<7) G P R 4 0 S##P^ii^i^i (mm*^ 

[0 0 2 1 1 

(1) ^ (I) 
[0 0 2 21 
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5/ 




(I) 



[0 0 2 31 

-N (R' ) -W^ -W^ -CH (R^ ) -O-W' -W^ -0-C 
H (r6 ) -tfzli-W' -CH (RM -W^ - (W^ RZTW^ lim~tfzitm 

^-g-^t /^^i«m$:i^■cv^-c^> J:v>C 1 - 3 t;v^^>^^, R^isir/R^ {± 

TS^^ST-^^&t^-^. R^ isitfR*^ {±Ci - 6 T;v^;v^-e>fev>o ) 
-e* t> ^ ^ 'f t:^% t <7) 

(2) ±|B (1) <7)>ft'§-tJ^/c(i^(7):^O^n F9^;'^'% 

(3) r3 43J:t/R^ yi^^Iwi-tfcliM^oT. ^M'fi:^mB'f-ifzli^^uryW-.^-^'^ 

(1) cOjk^tJS ^c{±'^<^):^o 

(4) E^^'-W^ -N (R' ) -W^ - (W^ RXfW^ {±|W|- 1 /c}±^^ o M^^t 

(5) R^s't Fnis-i/*-eab^±I5 (1) (D'fk'^tf^ f^{i'e-<^:^o 

(6) -hia (1) 0>fb^%^) L< fieoi^t/tfi^OT'n F9^yi>''=^'g-*L-C^^GPR 

4 OS#«tgpgp^'Jo 

(7) _hlB (1) (D^k^tJ^> L < J±^<^i^t /tii'e<^'/n ■> ^-^^^LT^^iS^o 

(8) ltm^V^«Jtr^;S±ia (7) (DMBo 

[0 0 2 4] 

:*^0J (Dit^m tfzit^<Dy°u V'y y « tt/; G P R 4 0 S#«tgPIWffi =^ ^ 

LT^i-K M-^^'fe ^f<7)¥R;& • t^WJ^ tTfliv^^^^/&^'t?§i.o 

[0 0 2 5 1 
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^-v: 6/ 



:7°nii;v. -i'v7°Dif;v, -fv^^;v, sec-:/f-;i'> tert--/^;v> ^ 

:t:0^*H»>t'<^ rC2 - 6 T)V^~)i^m tVXii. #lcIDf 19 <^=&vj|5a:9, fHx-J^i^'-^v 
y°u^=-)]y, ^V7°n^^;v, 2 -y-'r >- 1 4 -■^ixx 1 --^ 5- 

[0 0 2 61 . , > 

4 — --iv-f-y- 1 5 — -^^Z/zy- 1 -4 )i^t^:t'-A^^ifhi^^o 

rCe - 1 4 TU-;v^J ^ LTti. #icif <7)^V^I5a 19 . ^!ix.{f7^^ 
v^-C?. i <. f|5^fitIl^l&^n$tL/cC6 - 1 4 TV-^V'i L-Cii, -^fl £ If x h :7 li 

2 3 -7a.~;V7°n 4 - "7 i-;v:7'^;v, 5 - y 

[0 0 2 7] 

rt:Kn^i/^J , fSm^ tLTV^T J: C i - i o T;vnds^i/^J , f*^ 
$nt:v^-c^> J:v4I*m5^^'>*J ^ rmm^tLTv^-c^ J;v>C6 - i 4 TV-;v^^v 

^mmm^<^ rce - i 4 tu-;v^^~>*j ^t-cti. #tcif o<^>&v^i?a^> 

ter t-y^^ ;V ---dr->;V^^^ if /&^#lf ^ tL^ o 

[0 0 2 8] ^ 

il<7)^rnM^*^tf S'fev^Li 4M (■^^^^ 2:^li3m^) $ftL<{4 ( 

i) 5 5&v^L 1 4* L< {4 5 5&v^Ll Ofl) (ii) S^v^LlO 
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7/ 



^ 3 _ ^ i; ;v) , ii° i; (i^a : 2 - tf i; 3 - tr v 4 - e y ;v) . 
^ry'v^v (f a • 2-^TW;v. 4-f-Ty^u;i-> 5--f-Tyv;v) . :t^^?-y^v;v ( 
^j) . 2-:^^-9-y-'V;v, 4-^^-9-y^';;v, 5-:^^^v''J;v) . ^/v^v (f fl : 2-^ 

4-^yiJ;v. 5-^/V;v. 8-^/V;v) . ^y^/V;v ( 

9i;c::;v. \£^)^p=-)v im: 2-tf'J^v-;v. 4-h°ij^v^;v) . tfni;;v (#!! : 
1 - tf n u ;i/ 2 - n u 3 - 1: n y ;v) . ^ ^ ^^v'^ ;v : 1-^5 i5^v'U ^v. 
2-^5 ^y-i; 4-^5 ^ ^v) > tf 9 vy ;v : 1 - tf ^ W 3 - 

4_ii°9v-i;;v) . li^y^^'v-jv (^a : 3 - V 4 . 

>fv'^Ty'v;v (fa : 3-^yf-T:/v;v. 4 v^ry^'; s-^yf-ryu^i-) 
^y^-9-yv;v (15a : 3-^y^-9-y'V;v. 4 y ^-9-^^^ 5 y ^-^-y'^J ^> 
) . ^yvv)\^ m: 2-^>'FV^v. 3-^>FV;v) ^ 2-^vy^ 

•^Vyy 2 -^^y^^^-^-y-y'U ^'i', ^y yM 5 ^'y^y (fa : i -^y yM 5 ^^yy 
;v 2-^yyM 5 ^^y'l; ;v) . -^yy' [b] m : [b] ■^^-;v 

3_^yy^ [b] . ^yy [b] yy-;v (^s : 2-^yy' [b] yy-;^ 

3_^yy [b] y9-;v) >&fc'cD^««i»;Mx.(fii°nij (#11: l-tT 
nyv-;v. 2-tfnv>>'^;v. 3-t;°nvy^;v) . - ;v (i^a : 2-^^ 

^:;-;v) , (#« : i 5 ^'yu 2 5 ^-yy -;v, 4- 

^ 5 ^^v'lj - ;v) . ti^'j (#fl : 1 - ti^y v-;v. 2 - tf^ v 3 - 

4-e^i;v-;v) > tf^7v-;v (M : i - tf^y 2-ii°^ye>'- 
;v) . ^i;*v-;v (^J : 2 V "^v> 3 V -^v. 4-^;v^U->'v) . 
^^^;v>3^U-;v (-^J : 2 V 3 -^^^^v* V -^v. 4 -■^^•^>'V'J^ 
ij - ;v) . X > y t F n tr 9 ^ if 2f >?)^^^tf hti^o 

[0 0 2 9] 

{f^f-;vx;v*-;v. 'fu\£}VX}V:^:=-)\^. ^ y y^n if 

:$:0^lffl»*O rCi - 6 T;v^;v:^^^y ^ ->'i-*J i: LTt±. #tcif 19 v>|5& 19 . '^a 

:$:B^ffl»4'<?? rCe - 1 4 T V ^V*- ^^^J t LTi±, #tr»f 19 (7)^v^|5a I9 . fa 
y^c:^;vx;V5i^-;v. 1 -^y f-;vx;v4^-;v. 2 -^y f-^v^^i-^^^^^^ t*'^'^^ 

fij£(f. y ^-;v;^;vy ^ --'i'. 1 -■?-y^;v;^;vy -^v. 2 -^yf-;v;^>'vy ^ --'^ 
v^PlV). fa£if*>'v*'^'>^^- Ci - 6 t;v3^>'-*;v'^'->'^^ (M: ^ h^v'?^?;^*' 

j^Y^-y^ y°n>}f3r-y*>'V5}?-;v, tert-y^ h - C 

6-14 TV : y ^""y^ )^^=-^^^) > c? - 1 e t 

9)V^)U^^-y-^ (fa : ^y>^^;^^^v:*;v>i?-;v. y ^^•^;v^^>':*;v 

[0 0 3 1 ] 

6 T;v^;v*J ;0^-^lf^tL^c fBx.{f. i^;y. fu\£}V^ ^yfxiMiiv^ y-h 
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^--J : 8/ 



_ 6 T;V 3 ijm^fhft^o ^ h^v. J:-^^v^ ^yy'u^^iy. tert 

[0 0 3 21 

v^|5Ii9. ±is rci - 6 t;v^;v»J -e^y-x^iv-sm$^^/^T5 /S^^^^tf ^i^^ 
o ^^PT<y. :r.^)vr^y. ^°nt:;WT^y^ v^f-;vT5/> 

^;2,o 7^-;vT5y. py:^=-)VT^y. i-i-y^^vr^y. 

[ 0 0 3 3 1 

;2^§giQ#cj30 TN-c 1 - 6 t;v^;v-n-C6 - 1 4 TV -;v-T5 LXit 

[0 0 3 4] 

:^mmm^<^ TN-C i - e T;v^>'V-N-C ? - i e T9;v4;V-T^ y*J_ t LT 

ti. #^'gif^)<^^v^Pl^). jLia rci - 6 t;v^;v*J S-W^'-tia rcr - i e t-7;v^;v 

890>&v^Pli9. JiK rci - 6 t;v^;v*J tr^y -Xii v-«3^$nyi>^;v^^-^^ 
,{)^-^lf p>tL;i>o y ^^;v*;v/-^-^'f 4 

[0 0 3 5] 

iif^o=&v>Pl^> -tlB rce - 1 4 TU-;vSJ -e^y-Xt±v-«m$^fc*;wt-=e^ 

o 

iff!9o=&v^|5i^. ±SB rci - 6 t;v^;v^j x^y-Xi±v-W:m^i^rz^)^yr^-( 
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9/ 



_ ^ -7 V7 2 - ■:^ 7 ;V ;V "7 T^^ JV^j: t^-^^^lif o 

[0 0 3 71 

C2 - 6 TJi-'^-^vftj > rw^^t-cv^T^j iv^c 2 - 6 t;v^-^^^j ^^y" rw^ 

^-^tf) J tLTii. 15!lx.(f (1) ^NU^'^M^; (2) HFn^vft; (3) T5^^; 
(4) ^>n»; (5) v-ry*; (6) /^^<>^>J1^. ii Kn^ei/^. T^^ft. - M=f 

/-^;V:3p;V_T^y*. Ce - 1 4 T U - ^vft^ ^^-Xii^^^-Ce _ 1 4 TV-;l— T 

^/S, C3 - 8 >'^nT;v^;w». Ci - 6 t;v3^v*. Ci - e r)i^^}^^^&^ 

v-Ce - 1 4 T';-;v-;^;v7r^^;v*/i-^a{ftL;i> i>^v^L3'filo«l^^t?e^^ 
ivxx^^xi^ x\^mmm& {UtL<iiyV)^. ii7V^i;;v. ^Tv-- 

1; ;v pi-^^v'V;v) ; (7) -Xfiv-c 1 - 6 t;v^;v-t 5 ; J8) -^E^ - 
jLiiz^-Ce - 1 4 TV-;v-T5y^; (9) -Xit'J-Ci - 1 6 T-yi^^i^- 
T^y*; (10) N-Ci - 6 t;v^;v-n-C6 - i 4 --'v-t^ ; (ii) N 
-c 1 - 6 t;v^;v-n-C7 - 1 6 T9;v^;v-T5 y* ; (12) Cs - s vi^nT;v 
(13) /An^jr^^'fb^ttTv^-c^ J:v^C 1 - e T;vn^'>^; (14) Ci - e t;v 
(15) c 1 - 6 t;v^;v;^;^"7 ^ ; (16) c 1 - e T;v^;v:=^;V'i^- 
;v* ; (17) ^xx;vjE$:?xxv^T^ J:v>*;v;K^~>;v^ ; (18) (19 
) f-:J-^;v/^^^^;v^; (20) ^y -Xti-:^- c 1 - e t;v^>'v-*>'v^'^'-^^' ^ (21 
) _32,}iv-C6 - 1 4 TV->'v-5&;v/^'^-f ; (22) ^y -Xi±v- 5 *v^L 
7 ; (23) >?;;V5jf:3r>/;v^trgm$^-Cv^-C^ iv^C 1 - 6 T 

;v^;v-?5;;v.i^-^;VT^yS (fiJ : T^^;VT 5 y. 7°nt::t^;VT^y) ; (24) 

tKniS^v*. T^y*. -hn*. '>Ty*s /Nn<^>>fb$tLTV^i:^> iv^ 
Ci - 6 t;v^;v^. ^y-XJiv-Ci - e T;v^;v-T5y». Ce - 1 4 tv-;v 
^y-X{4>>~-C6 - 1 4 Ti; -;v-T5 y^. Cs - 8 >'^'nT;v^;v*, C 1 - 
6 t;v3^>'^. Ci - 6 Tjv^^v^^^*^ Ci - 6 t;v^>'^^jv7^ Ci - e 

f^:j-55/;v/^'^-f -^ey-Xtii^-C 1 - e t;v^>'V-^^1'^^^'^^' ^i^*> ^y-X{±v 

-C 6 - 1 4 r^)-y^-*'i^'^'=^^')'^^^ y!> ;v -7 r ^ ^ -^ey-Xfiv-c 1 - e r 
;v^;v-x;V7T^-f -'V^isitf^y-Xfiv-Ce - i 4 T V -;v-;^;v:7 r 

1 ^v^L3ti<^-gm^tr«m$tLTV>-t: ^> iv^Ce - i 4 TV-;V:t^v^ 
; (25) ^^u^-ym."^. tFndpv.^, T5^». - h n*, v-Ty*. ^NH^V-fb^tL 

Tv^-r^ J;v^c 1 - 6 t;v^;v». ^y-xt4-^~-c i - e r)'^^-)'^-r^J^. c e - 
1 4 TV-;v^. ^y-xt±v-C6 - 1 4 Ti;-;v-T5y*. Cs - s v^nT;v^ 
;v^. Ci - 6 T;vn^'>^. Ci - 6 t;v^;v^:^^. Ci - e T;i/^;v;^;i/-7'f-;v 
Ci - 6 t;v^ji/;^>'^*-;v^> jL^x^v^k^tL-trv^T^) J:v^:^?;v53€df ftf^ 

_3^}i^:^~_C 6 - 1 4 TU -;v-*;v/-^^^^;v^^ ;V7 r ;v^. ^y-Xf4v 
-c 1 - 6 t;v^;v-^^v7t^^;vS*3 j:a^^^y-X{±v>^-C6 - i 4 ru-^^^-^^^ 

7T-t'^^^^'^'^^M^^l^'i> 1 '^v^L3l@<7)«m»t:^«^^^"^^^"^^ iV^Ce - i 4 TV 
-;v»; (26) (27) >!;;V7r^^>'V^; (28) -^ey-Xtii^'-Ci - 

6 T;v^^^-^''^"7T^-f (29) ^y-Xt±~:^-C6 - i 4 y^) 
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^-v : 10/ 



-f;v^; (30) ^^uyym^. tKn^'>*. T^^*. -hn^, ^/Ty»^ ^no^v 
Ce - 1 4 TV-;VS^ ^y-Xfiv-Ce - i 4 TV-;v-T5y*, Cs - 8 i/^n 

Ci - 6 T)\y^^'y&. Ci - 6 T;^^;^^:t*^ Ci - 6 T ^ ;^ "7 
Ci - 6 t;v^;v;^;v*";^*. oii.T^T-Mk^ttTv^T'fc J;v>*;i/:^?^v;v* 

^y-Xi±v-C6 - 1 4 TV -;v-:^;;v^^-^^;vS. ;^ ;v ^ r ^ 
Xliv- C 1 - 6 T;v^;v-7>;vy ;v^^<£ <^^^^ V- C e - i 4 T V 
-;^;V7T^^;v*>e'^^Sfi^^^^ 1 ;fev^L3'fi<7)em^-t:-«m$tLTV^T'^) iv^C 7 - i 

H^LTv^-C^) i rc 1 - 6 T;v^;v*J . rc 2 - e T;v^-;V^J . rC2-6 
T)V^=-)Vm} i^^V" rCi - 1 0 T;v:3ip'>^ (Ci - 6 TJVa^'y^^^t^) J 

if 1^ tt^o 
[0 0 3 8] 

^) iv^Ce - 1 4 TV-;v*J s ^®m^^^■cv^T^{> iv^C 7 - 1 6 T7;v^;i'^J . r 

tLTv^-c^ Jiv-C 6 - 1 4 TV-;v^^'>^J isit^^ rS^^tLTV^T^) J;v>C7 - 1 e 
T9;v^;V5r^>^^J iiLTti, -^Jx-tf (1) (2) tiFn^v'^; (3) 

T5y»; (4)-hn^; (5)vTy»; (6) ^^TV^-C ^) J; C 1 - e T 

; (7) g^$tL-rv>-c ^> J;v>C2 - e t;v^-;v^; (8) Mf^^tL-cv^r ^> iv^c 

yNn-^r^V'fb^tL-cv^T'?) iv^Ci - 6 T^v^^v^s -Xfi-:^^- C 1 - 6 T;^^;^ 
-T5y». Ce - 1 4 TU-;^*, ^y-X{±v-C6 - 1 4 TU-;v-T5y»> c 
3 _ 8 ^ m T ^ c 1 - 6 t;v3^ C 1 - 6 t;v^;v-5^^^. C 1 - e t 
;v^;v^;v:7 ^ Ci - e T>'V^-'^^^v*-''^&> j^xx^^^fh^ tL-cv>-c ^) J; v^:^7 

^:^-*;v^N'^-f ^y-XJiv-Ci - e t;v^;v 
-5&;v/N'-=E'f ^y-X{i>^^-C6 - 1 4 T V * ^^^^ x;i/-7T^-r 

^ ^ 7',j_;v_x;V-7T^^;i'^:^'^'^ilfftL;2. 1 >&v-L3'fi(DSm*-egm$tLTV>-C^ 
iv^Ce- 1 4 TV-)^^', (10) ^^n^^^M^. t Fn^~>^, T^^*. -hn^^ 
vT^ft. ^An-^^'ft^ttTV^T'^) iv^C 1 - 6 T^V^-'Vft. -^y-Xtiv^-Ci - 6 T 
Ce - 1 4 T';-;V». ^y-Xt±>^'-Ce - 1 4 TV-;V-T5 7 
ft, Cs - 8 iy^UT}V^)]/&. Ci - 6 T;vndrvft, Ci - e T;V^;V^^ft. Ci 

- 6 t;v^;v>^;v7 Ci - e T;^^;^J^;v^">'v&^ a^j<.7-;v^b$tL-cv^T ^) 
j;v>5&;V5}?^->;i'ft. j!;;^/'?^^ ;vft> ^vft> ■^y -Xm^-C 1 - e T 

;Vi^;v-5&;l//N'^-r;Vft> -X^^-Ce - 1 4 T V * J^-^'^^^'i' ^^^^^ ^^^'^ 
T-=6-^;v*> ^y-Xfii^'-Ci - 6 T;Vdr;v-^;V7 r -^E-f ir/^y -Xtiv- 

Ce - 1 4 TV -JV-^^v^T-^E-f ^i/^^^fj^fftL-?) 1 =&v^L3'^iO■Emft■e«^$*^■^ 
v^T=J) J;v^C6 - 1 4 Ti; -;v:t^vft ; (11) ^^^^'>J1^. t Fn^i^ft, T^yft 

-Ci - 6 T;V^;V-T5y*> Ce - 1 4 TV-;V», -^Ey-Xtiv-Ce - 1 4 TV 
-;V-T^/ft, Cs - 8 v^nT;Vdr;v&. Ci - e T;V^^v*^ Ci - e T;v^;v 
-^^ft, Ci - 6 T;i/^;vx;i/7 ^ Ci - e t;v^^v^^^*->'^^> 3^;^x;Hb 

$tLTv^r ^) J:v^*;v*'^->';vft, 5E; ^ ;vft, ^^:*;v/N*'^'f ;vft> -^Ey-Xiis^' 
-Ci - 6 T;V^^^-:*^V^'^^-^-r^Vft, ^y-Xliv-Ce - 1 4 T V * 
;vft, ;V7 T ^ ^/-Xt±v-Ci - e T;v^;v-;^;^-7 T'^-T ;v^i3 J;tf^ 
y-Xfiv-Ce- 1 4 T V -;v-7.;v7 T■=e-r;^ft^^e.m{^l^* 1 ^^^l-3'(i<7)g3^ft 
-t?«m$tfCV^-r ^> J:v^C 7 - 1 6 T9;v^;v^^^^* ; (12) ^^^>r>'JE^^ HKn^r 
v-ft, T^yft. ^hn*, '>Ty». /Nn<^>-fb$ttt:v^T^) iv^Ci - e T;vde;v» 
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: 11/ 



Ce - X 4 TU-;v-T5 y*. Cs - 8 vi^nT;V^^>^> Ci - e T;V3^S/^,^ C 

1 _ 6 7)v^)i'^tm. Ci - 6 t;v^;v;^;v-7^ Ci - e t;v^;v^>'V'3^-ji^ 

•=ey-Xi±v-Ci - 6 t;v^;v-;^7;v/'<'^-^ •^^-Xtiv-Ce - i 4 T';- 
;v, e^yu;^. f-Tv'V;v. ; (13) -ty C i - e t;v^;v 
-T5y^; (14) ^y-Xti^^'-Ce - 1 4 TV-^v-T^y*; (15) -^ey-Xti-:^' 
-C7 - 1 6 T9;v^;v-T5 y* ; (i6) n-c i - e t;v^;v-n-C6 - i 4 t'; 

5 y ^ ; (17) N-c 1 - 6 t;v^;v-n - c 7-16 T-7;v^;v-T 5 y * ; 
(18) Cs - 8 v^'nT^V^;^*; (19) s^;^ :Jx-cv>-c i C i - 6 7;^=?^^^; 
(20) Ci - 6 T;v^;v^:tS; (21) Ci - e t;v^;v^>'v^^-^^*; (22) Ci - 
6 T;v^;vy^;v*-^v^; (23) ^;^x;Wb$^^-rv^T i J:v>>&;v.i^~^v;v* ; (24):* 
;V/^'^^;V^; (25) f-:^ :*;V^-?^-r ; (26) ^y -Xtt v- C 1 - e T;^^^;^- 
(27) ^y-Xtiv-Ce- 1 4 T V - * -"V^^^^-l" ; (28) ^y 

-Xtiv-5^v^t7M^I*J^-*^^^'^"'&^''^*; (29) 7>;v7 ^v* ; (30) -=6 y 
-X{±':^'-Ci - 6 T>'v^;v-y.;v7T^'f ; (3i) ^y-X(±i^-C6 - 1 4 ru 

St^^LTV^T iv^. rC3 - 8 v^nT;V^;V^J ^ rc e - 1 4 T V -^'l^^J ^ f 

C7 - 1 6 T7;v^;v^j . mmmM\ . r««m^^v*J . rc6-i4Tv-;v 

^j-^v'^J isitF rc? - 1 6 T9;v^;v:t^i^^J :d5'^if ^tL;2>o 
[0 0 3 91 

:^H^Iffl»4'0 ram^tL-CV^T'b iV>T5 y*J t L-C{±. #tC»f ^9 <7)^V^|5I19. (1 

) g!^$:n-Tv^T'f> iv-c 1 - 6 t;v^;v^ ; (2) «$tLTv>-c 'fc iv^c 2 - e t;v 

(3) g^$tLTV>T^ J:v^C 2 - 6 T;V^->'^* ; (4) ttS^^tLTV^-C^) J: 

v^Cs - 8 v^^nT;v^;v^ ; (5) s^^ttTv^-c^ iv^c e - 1 4 t'J ; (6) 

®^$:?t-CV^T^) iV^C 1 - 6 T;v::3ae>^^ ; (7) V^T ^> J: V> T ; (8 

) «m$^^-cv^T'^i J:v4I*mS ($? * L < l± "7 V f^^i^-^v. if^y^V;^ 

f-Tyij;v. ^^-^-VVJV) ; (9) T-t^ ; (10) ^y-X{±>^-Ci- 
6 T;v^>'V'-^^v7T^-r;v* ; (11) ^y-Xfiv-Ce - 1 a t V -;v-:^;v:7 

1 t/t{±21@<7)Sm*-e«m$:J^Tv>r ^> iv^T^ y^T&^^^if 

L 2'fico^T-n]MT-=^^*LTV>-r <^ iv^ 5 >S^v^ L 7Mco^M*^I*^^^'*tf ^tL^o 1^ 
if^^s^^^^. ■=e;v^V>. ^rV')Vy. v^^^ 

[0 0 4 0] 

-C0R7. -CO-OR^. - S02R'> - SOR'. -PC (ORM (ORM 
. -CO-NR^ ^ R« ^ . -CS-NR^ ^ R« ^ [^4". R' ^SiXfR^ {±> |WI-* 

^*m*^^t-o R^ ^ iSil/RS Mi. |W]-$ f^ttM^^T. 7X*M^> Sm^tL-CV^ 
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^-i^: 12/ 



[0 0 4 1 ] . 

t;°^';v>'. i:-^9v>> ^;v.i^';>. ^rV')vy. ^t^-^vv-:^ 

[0 0 4 2] , , 

5!7;v/s-^-f;v^, Ci - 6 T;v^;v-5!7;v>i^-;v^ (M : r-fe^^v. -fv^/^/^Jv^ 
V V^>i5'^^>'V) , c 1 - 6 T;vndrv-*;v^^^;v^ (M : ^ V ^ v:^ ^ 
^ ^>';f7;v>1^^-;v, 7°n4^°^ tert-7' h ^ ^ Cs - s ^^^^ 

) . Ce - 1 4 T V (i^J : ^>yM;v> l -^"7 ;v> 2-^7 > 
. C7 - 1 6 T9;v^;v-?5?>'V'}^'--'i^^ (M : •7^^;vT-b^>'v. 2--7j.";v^ 
n7-?y-f;v) . Ce - i 4 r V -;v^^'>-5&;v'i^^-;v^ (^il : -7 3l^;^^^v*;^>K- 
;v. ^7f-;v:t^v7!7;v'K-;v) , Cy - i e T7;v^;wi-^v-*;V'i^^";v* (^J : ^ 

^y-Xtiv-Ce - i 4 -^v-^^v^^'^^ ^i'*^ Cs - 8_i^ 
^nT>'V^;v-55?;v/N*-=E^;v* (f 0 : -yi^uy''u\£)Vij)V/^^4)V) . C? - i 6^T-7;v 

Ce - 1 4 TV-;vx;v4^^;v*. ^m.mmmn-^^ (^ll : liov 

^^^;v, tf^v vV . Ci - 6 t;v^>'V^>'^''7 Ce - i 4 TV- 

;v>?>;v7'f — ;^ ;V7 r ■=& ^ ^v&> •^y C i - e T 

;v^;v;^;v7r*-f ;v*. ^y-Xtiv-Ce - i 4 TV r^-f ;v^. 

[0 0 4 3] 

:$:§g,^B#Fj=iC) rsi^^tLTv^T ^ i v>c 1 - s t;v^v>^J t'^^t^ ICi - 3 T;v 

f-w, 7°ntf v^j&ifT&^'^if f?tL-5>o ^Ci - 3 T;v^v>^^±^ •sm"STfg>fef3:tt!'^> 
1 ^^v^LSlSoam^^^L-Cv^-Cfc J;v^o i<^<t^'Sr«m»^:UT(±. fij x ff /^ n > 

{i-:^'-C6 - 1 4 T^;-;v-T^y*. ^y-Xiiv-Cy - 1 e T-7;v^;v-T^ y^ 
rihn^, vTy*^ Ci - 6 7>'v=i^'>S> Ci - 6 t;w^;i-5^^^>& t'^^^^tf ^tL 

[0 0 4 4] 

ft^ 1 ;^v>L2'^ii<7)^7"^M^=^^^■t^V^T^ iv^ 5 L 8 «^/5^'^lf tt^o i 

5 >&v^L 8M^<b7)c*?ft ; t°n 'J e^yu i^y. V t Fn tf V v>. x ^ -7 

tFnifijv>'^ ifV^v^^, i>^H Fnif U -r h 9 t Fn E° U ^ v 

. :t ^ t: > ^ i^O 5 ^ L 8 ^>&^^lf ^ tL^ o 

[0 0 4 5] 
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/^-s; : 13/ 



^ (I) Pi='<7)XfiS t/cti 0=1:^1-0 

10 0 4 6] . , 

^ (I) ^(DEii-W- -N (RM -W^ -CH (R^ ) -O-W^ 

-0-CH (R' ) -W^ -tfzli-W^ -CH (R^ ) -W^ - (W^ isXXfW 

^^^■fo mu. x-O^ST-*^^-^. R' ^itFR^ «Ci - 6 T;v^;v»-e*v^o ) =lr 
mtL<li-W^ -N (RM -W" - (W^ . ^J:XfR^ {imflB i: l^**^ 

rM±Ci - 6 T;v^;v^tr>^v^o ) *^1"o 
^ (I) cf'cDiAS^ iig3^$tLTv^-c iv^C 1 - 6 t;v^;v^. s^^^xtv^t J; 

^ (I) 4"(7)R{±g^$tLTV^-C ^ J;v>i:i Kn:¥v*t/ct4a?^$tLTv^T^ iv^T 5 
[0 0 4 7] 

R^ ®:t/R2 *^^|lI-i/c{4^'feoT. ^tL^'n (1) 7X*il^. 

(2) ^Nn-ir^>J^.^-efif^§tL-rv>-C'^ iv^C 6 - 1 4 TV-^V* L< {4-7^-;v 

) . 

(3) mmm^ (0t L < {4^°'; . S/^ii 

(4) c 1 - 6 t;v^;v* ; 

E;5^~-W^ -N (RM -W^ 

R^ ii^ (1) /^uyym^^^'^^^C 1 - 6 T^v^JvS^^^^j^f^^T'^ l >&v^ L 3 'fSl<7)-g3^^ 
T-g^^^xTv^-c^) iv^C 7 - 1 6 T9;v^;v^ (iSi?^ L < v;^. •7i^-^f-;v. 3 

(2) Ci - 6 t;v3^->»> Ci - 6 T;v^;vf^:t*> -^y-Xfiv-Ci - e t;v^ 
)v-r^y&. mmmm {ntL<lt\£v . Ci - e t;v^;vx;v7-< -;v^i3J; 

j:v^Ci - 6 T;V^^V» (mt. X;i)^^Str^;5>t#^. R^ (4Ci - e T;V^;V*T?'fcV^) 
[0 0 4 8] 
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-^-v : 14/ 



(I) <D^tLxi±. mkii^m^. ry^^-^^m.. mmm.mt(D^. mmm 

mtLXii^ Mx.(f^ h :^ i; Am^(7)T;v:^ U.^Si^ ; Ail. 

. h u 7;v:e-nf^m. •7^5^;^^. y-^^i^m. i^^^^^m. m^m. -^^ 

4 yW. ^^yM. ^''^■^W. V^^'Bt. p- 

J^-^t;{iT;V5& V^^m (^!l : ^ > U '^AtS. ^U'^i.m^) . t;v:^; ';±«^Sta (M 
• 7&;v->^Ail. -7^'^.v>^7A4a. /^^iJ-^Aig^) ^cD^^m ; . r 

v >'m#<7)Mmt<o:^ ; xtii^^. •7^;i'm. ■7N';vm. i^^-^m. ssm. -^^^ 

[0 0 4 9] 

79 ^'^f-;vT5 y ( 5 2 -^r^v- i . 3-v:t^ 

-ft ■7-7';;v<b> T9-Jv4b> v^^;vt5 7^^;v:*>'V'i^"->'^^b^tLfc<b^i|^^) ; 'fb 
( I ) (?5 75/ ;v X ;v jb t i± r ^ F-fb $ ^n^/i-fb^^ (#11 (5\ it^m ( 
I) (^5!7;vjK^->»>J»^X 1 - 6 T;vdr;VJ^>!>xMb> 7 :c J^x xMb. :??;V5i>'^~>^ 

, ^ h i^i/?i?;v^'^;v^^i/^f-;v^^7"^^ib, -7 i; v;v^;^x;V'fb. 
2-:t^v-i 3 - v^^v 4 --f ^ ^;v-3i>!.T-;Hb. n^dr->;v^^ 
v^;^4^-;w^V;v^^x;Wb, ^^;vt$ Mb^^tL/c^b-^®^) ^^-'^tf^tt. 
^it^m (I) tert-7^f-;v>^ h^oc i - e t;v^;v 

^-ea^xxjKb^ttfc-fb^ti^Wt L<fflv-^tL^o ctLfpco'fb^i^(sa#<2r*n<7);^-&i^ 
J;oT'fb^® (I) t;?)^^^'§*o 

^^^fl-i 6 sK^^ib 1 9 sKi^iam^tLTv^^ i^j&^ae^j^ffe'fb^jfe (i) ^^^^b 
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^-z^ : 15/ 



RS^^'co^xei'isv^T. ^mmiiBLjBm^m<Dtt. 
[0 0 5 0] 

I4k 1 0 1 




±ISRS^*. ^(1), (II). (III). (I-l)^^^t>$tL^<l:^!i>(i. mr. -l-tL^WE 

>^!i^(i). -fk^^di). ^t^tjdii). tmiTo 

^t^m (I) i3it/<b-^% (i-i) ti. 'fb^t; (II) t^h^if^ (iii) t^Km^^xn 

'fb'^t' (II) t^k^tf (III) t<Z>RfSt±. m^i^^MKB (->>-fev;^ (Synthesis) 
1 98 1-2 7H) ^fOfflLT^f^^tt;!. (XflA) o XflA-^-ffi A, jt-^tl ( 

[0 0 5 2] 

XflA-e{±, ^t^^^ (II) t^t^m (III) Ty^v*;V.-^~>mv^^^^. TV^v* 

;i/.i<>mv'i' V7°n i, i' -(tv'v:^;v#^^^) v^^U v>'>&ifOTV'y:^;V^i^~^ 

^t-^J^ (III) <7)f^ffl»Ji. It^'^ (II) i^;vl-ML. ^1 ^v^L^^s^;^. Sft L 

< urn I :&v^L7^2^;^-C'^;i>o 

(II) i^)V{zMh.mo. 5^v^L|^5-=e;v. $?t b< fi^l ^v^L«j2^;v^*^o 
Id 0 5 3 1 
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-^-v: 16/ 



tf;Vj^_^;V^ ,^--7^ x^7tK^79^^ 1 , 4- :t ^ > ^ 

10 0 r-c^^o 

[0 0 5 4] 

7°n5^°^v^.^ t^cDC 1 - 6 T;V3c3e>.^) -o^^m^\z\i^ i^^m (I) ^J-SPTK^^-ilK 
t t^i 15> it^^ (I) (7)9 -^jR^^^^ F^dr'>^t?*^'^^:'g-il^^ ■t■'^^*>^ 'ft 

(i-i) ^^^-r^i^T&^'^i^^ (x^B) o 

V A ^ o^@tT;v:^ V ; ^ h -i' A y h ^v- F. h U -f? a h F. ^ V 
•^Ai^Hy h^v F^ifcoT;^* U^ST;v=r^v F ; h u J^-'^^vT 5 ^ 5 trv'-;v 
, *;VAT5 v^J^ifco^M^W^^f^^'^v^f^tL^o v!itLfpm:feJ:t^'il^^«fflfii4s 

'fk^t; (I) i^;vt'^b-c^o. 5 ~ i o^;v. if ^ L < f4#^o. 5 ~ 6 ■^>'i/t?*^o 

[ 0 0 5 5 ] 

>&MtL-C{±. R)S^^aifi^"r^I5a'9#t^l?t^$^'&^^>&^ fij;iff^ iS'y-;v> ^^y- 
•7'^/^v - ;v if CO T ;v =f - ^^Sl ; ^ > -t? > , h ;v ji > 5& if co^^^MR^kTlc^SM ; v 

^^u^^^y^ ^^^ytj:}f(Dm\\^it7}mm ; s^m^fe i^o^^mwrn ; r > 9 ^ f 

^ F. N,N-VP« f-;VT-fe h T 5 F=& ifOT 5 F« ; 1,3-i^^ ^;V-2--r 5 iJ^V"''; N 
^;vtrn ij F>>fe i:'om4^^*:S:y''T 5 F« ; v n n ^ ^ ^ n n [zgm 

if <^^^^^^> jbR<b7K« ; T-fe h ^ j^^;v^ h 

^ CT^M^M'^ i:' W * L v^o ^ 
XeB(OR)SB#^{±M#l 0^-6 0^^, 0t L< « 1 0 5^-1 2nn'^^^o X@B 
ORiSr^J^tiS't- 1 0 ~ 2 0 0 °C. $f t L < i4 0 ~ 1 2 0 °CT-ab^c 
;^JS^1 -efflv^lb^^^'fk^% (II) W (III) Tl:MSi^ LT#l-tcA#-tr^. t 

'ft-a-i^ (III) E = -W^ -N (RM -W^ -t?^l9, 5&^oW^ :*«M^¥c* 

a^dii-Do-fk-a-t) (^t^JI^ (iii-i) ) (4mToRjS^2-e^$tL;s.:;^i*t^J:o-CM 

[0 0 5 6] 
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^-z^ : 17/ 



I^t 1 1 1 





(VI-1) 



COOR" 



(XSC) 



(IV) 




OH 



[0 0 5 7] 

±mKJ^^^^. ^(iv). (V). (vi-D-c^^b^tL^'fb'^^ti. nkT. ^M^fi^t^mav 
) , 'fk-^i^ (V) > it^m (VI-1) t iii&-r o 

LT^^^ix^ rS^ffi^J J;L-C{±. f!l;iif-7-y*JlT. :^*M^> **IE^, S-^^IM 

OC 1 - 6 T;V3^i^^ ; i3J:r/- h n^;0-f.M{m^»** 1 ^v^ L 3 li^LTv^T 
^liv^Ce- 1 0 TV (fij : -^"^^-^ 

}£)vtj: t^(DC 1 - 6 t;v^>'^*^W^ I-^'o 
[0 0 5 8] 

Km^2Ki5^-X. it^m (V) ^:<t:^t» (IV) t^Rm^^^^tl<ZX'=>Xi\:^^ (V 

i-i) ^m^i-^ (x@c) o 
v#s L X t± . ^)S:6^'m^f 1- ^m^m\zw^^ftt^ m ^ n- v p« ^ ;v .-^ ;v t 

5 K\ N.N-vXf-^^T-fe h T 5 K'fe t'coT 5 ; 1,3- '3^^^ f-;V-2--f 5 ^V') N 



[0 0 5 9] 
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: 18/ 



A . 7R@Mb V ^ -A 'fe if <z)7]c@MbT ;v v ; 7m.it^^ v^j^^x t'(D7Kmit7 
u ±m-^m ; ^Mt-^ h V A . V A , RSt-fe -^7 a ^ if c^Rmr ;v v ^« ; R 

[0 0 6 0] 

y^^^-f >)/^°9^^'^7 A(o), :^fte;^(h i; 7^^;v4^x-7^ >)^^°9 V>> A(II). V'^UU 
'j^^;^*:^-^'/ >')/N°9i^''i7A(o). b ';;^(i^~^>'v';7^^>T-b h 

>>A-2, 2'-e^(S/7airL;V^;;!.-7^ y)- 1, 1' -e-^-7^;V, f^m^^°'7>^'!7A( 

II) tl, 1' -if;^(:^~-7ji-;W5j^:^'7'f y)-7jnn-b>(7)^I^#>& . ^ 

m : r- Y 9^x(b u •7i-;v*:^7-i' >)-';'^;v(0), il'fbii';^(h 

^ y) - -7-^r;v(ii), ig^kifx(h V7i^;^>i^^7'f >)--7^;v(II)'fet'] . nv>>A 

^k^Jf^dv) 1 ^;vi^ML. ^0. 0 0 0 0 0 1 ~ 5^;v. L < (iltjo . oo 

[0 0 6 1 1 

jk-^ti (V) ^b^i^ (IV) i^;vt^*J-b. 1^1 'fev^L#^5^;v> $?iL< 

^^T'^^o jimc(DKmumii. mm-s o^v^li^i 5 oic. utL<i±m-2 0 

^v^LIti 1 0 or-eab^o 
[0 0 6 2 ] 

ov^-e. -fb-^® (Vl-1) ^MTuKBt^^mr^tizx^V^^m {lU-D^^M^-t^ (X 

X- {f7]c«^bT ;v 5 - A , Tlc^'fkv^" ^ y T ;v 5 - A . TK^it y U ;vi-r 
o^MTK^^tJf^ ; TK^-fkV at;v^ TK^^k^^-^*^ b V a >fc <;o^M7X* 

y^-T (-'^"-f^mTc) ^j:t^i)^Whi'h^o M7tM(Di^mMit. MTC^iJcofl^t^ i o Tit 
^/c{4v>i^'9>'0'ftffii{i:. 'fb^f^ (VI-D l^)l^KMLX^ ^fi^fim I ^^^^Vm I 0 
m^#tf) -fb^t/ (VI-l) H^L-Cltj 1 :&v^L*fj2 O^S. $fiL<(4l^l 

[0 0 6 3] 
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^--J \ 19/ 



'fkTK^a'; ^/i^D^^-y-^. jE7X*« ; n, n- v ^ f - ;v -'v ^ t ^ f 

[0 0 5 4] 

1^1 OO^P^. §ff L< }±l^lBffBT^v-Ll^5 Qm^X^:ho X®D(7)S)Sia«{±> M'^ 
m-2 0>&v>bl^l 2 or. L< iil^O ^v^LI^S 0°CT~^;i)o 

R^^5^2-efflv^P,:?^^'^b^t/ (IV) -RTf (V) a. iUmp"phLT#f,i;A^^^i 

o 

[0 0 6 51 

[-fb 1 2 1 




[0 0 6 6] 

±IBRf£'>^4'. ^(vii). (viii)"e*t5$tL^<b^t;{±. liJ^T. -g-M'^x^b^il^Cvii). 

^^^^ **M?-^if^/^^^->iEW§f^ t^^o 

KJS^S t'isv^rii, \\:^m (VXD (VIII) h ^RES^-*^ - ^ > <t 

^t/ (V) ^U^-f^ (X®E) o 
[0 0 6 7] 

-i;^-^;v4^;vAT5 F. n.n-v^ ^;vT^r h r 5 F'fcJf(7)T5 f^ ; i.3-^^^-5^Jv-2-'f 
5 ^ry; i^^ N-^^;VtrnU F>^t'C9mt^^*:^t^^T5 FM ; ^^'■H^'. 

i^-if;/' 1 2-v^ h^v^iJ' >>fcif<^J^-x;v« ; ^^'^an^ ^'nn.i^;VA, 1,2 
-y^nnJii5':/^ifO/Nn-ir-:/^bR>fb7!c*li ; B^m^-5^;v. f^^ji^;v, f^m-7'^;v^ 
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^--J : 20/ 



[0 0 6 81 

'fk-^ h v:; A , TKm^fk V a , 7Xm<b V ^ a ^ (^TKm^fb r ;v * ^« ; yKMit^^ V 

(DRmr)\y ijv±m; Rm7m t^'DRmym r ;v ^ u ^« ; nm-r > v -a 
, i^^T>-t-'i7A;&if(7)@^mii^if^^^*if ^^^^o ^i^hm.mi. it^^ (vii) 

^b'&tf (VIII) (Di^mmt. it^m (Vii) m.3^v^L*tjio-=&;v. 

nmx^ho jims.(DK^^u.mi. mm-s o^v^l«^2 oot:. sft l<«i^-2 o 

:&v^L*^ 1 5 or-eab^o 
[0 0 6 9] 

-2,75^ ^^tcJ:oT{iCl(7)#^Wmxe=^#Hl&U. «@El' J: ^#?.:tx/^^fc^if^ (V) ^ 
f-;i/.i>;VAT5 K\ N,N-v^ ■9^;VT-fe h T ^ K>^^0T5 K« ; 1, 3-^^^ ^^^--2--f 5 iT" 

[0 0 7 0] ^ ^ 

K)S^3 -efflv>p,n;2><b^i^ (vii) W (viii) ii. TfTMpi,^: LT#i,tiA¥-e§. 

t/c. -fb-^® (I) E = -W' -N (RM -W^ -i?^J9. ^^-^W^ ^^^^^^ 

^^^^-s. ^ (1-2) Rrf{i-3)(D^\:^m (it^m (1-2) :^y'''fb^j^ (i-s) ) ti. iy.Tco 

[0 0 7 1 1 



ffiiSE# 2005-3006800 



#M 2003-435089 



21/ 



[ jb 1 3 1 





[0 0 7 2] 

-e^^ti.^ m^*J tLT{±. m^<^L t LT^j7]^L/c'feO>6^W^tL^o 
KJB^4KiSV^X. ih^m (1-2) fi^ ^k^i^ (V) t^t^m (IX) fc^RJi&$^^-t 

[0 0 7 3 ] 

l'i3V^-C#iJ^L/i'^><^7&«fflv^^tL^o :inhm.m<Di^F^m. 4b^ti (IX) 1-=e;HcML 
T*tjl^V^L^^2 0^;V. L < tilt) 1 ^v^L^ 1 O-t^VT^^^o 

'fb^ii/ (IX) w 2 ^5|i^^-e^-2)J^^{±. x^iC^|5i#i'#s»^fflv^TRjS=^4S 

ji$-^<g.ia:>^)^^^^^^o it^mUDl'^J^i-ML. mo. 0 0 0 0 

0 1~5^;V^ $f^L<(±I^O. 0 0 0 1 ~ 1 ^>'Vt?*>^o 
It^s^ (V) (IX) ^ 1 ^v^L^ti5-^;v. &SL< 

B#Fb^T^$>^o X^lF(75R)SyaK{±. jlt*^-3 O^V^Ll^l 5 01C. II?^ L< fil^j- 2 0 

5&v^Ll^ 1 0 o°c-e^^o 

[0 0 7 4] 

JimKXy)%hfLtzit^m (1-2) Ry&^'«m$tLf^li Kniev-ftt/iiiS^ 
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: 22/ 



V7'^5^°Jf->»^^fcOCl - 6 T;vni^v^) -C^^tt^l^fi. 4b^tJ (1-2) ^UDtK^ 
(1-3) ^m^-t^^t:b^X-^^ (X@G) o 

tfz. (Dxmi^m^^'hfi^^t^m (1-2) it. ii-i-xfiFi- iorm^L/ct^ 

. m^^^il^m (fS:WI§H^H> ^n-7h^-9-7^-^^fc^) J: i9««^I^^^^^ 

ii^ (1-2) ^^^tfKCL^fl^if^^. ^^<^XfIGl::^V^^^ t ^)T'#^o X 

KJBii. X5gF«7Lfctl:, #PptL/i<h^t; (1-2) ^^tf E^Stl^^ ^''^^S^'tfe 1^"^^ 

^><b^% (1-3) 7&^^#^:?x^Ji-'^'^)*^o 
[0 0 7 6] 

[<b 1 4 ] 




[0 0 7 7] 

±iaKJS^4'. ^(x)t?^t?$tt^'fb^%{i> mr. <b^*(x) ins^-To 

RJS^5t?(i. ^fk^tJ (II) t^t^S^ (X) h^S)S$-iJr2.-tt^J:^9. (IX) 
^m^-rz (X^lH) o ffrfB^jS^ 1 jStt^XflAt LT^T^:i^^o 

XflH'C^ffiv^^tt;i)<l:^tJ (II) <7)R(i. em^tL/it: Fn^v^t/c{i«m^tLTv> 

[ 0 0 7 8] 

m^<o4\:^^ (I I I) '7)9^. E = -w^ -N (R^ ) -w^ -x^y). ^^ow^ 
-W^ - CH (RM - (W^ {ife-g-^^fcJiS^^tLTv^T iv^C 1 - 2 T;v^vy 
ft^^^L, R^ {±7jc*i^Tf /ctiffim^tLTv^T^ iv^c 1 - 2 T;v^;v^^7]^t-) -e^ 
(III-2) (Dit^m (III-2) ) (±> f!l£{fJiJ.T<^R)S^6-?:-/K$tts:^-^i; 

[0 0 7 9] 
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^-i; : 23/ 



[-fb 1 5 ] 




(111-2) 



[0 0 8 0] 

±i5RS^>^'. ^(xi). (XII). (yi-2)x-mi^^fL^^t^mi±. &^T. ^fi^^ftih^mi 

XI). -fh^ii^ (XII) . i\:^m{Yi-2) tm-to 

Vxm^L-f^ re^^^^^v^T ^ J; v^C 1 - a t;^^v>*J <^d-^. rci - 3 t;^^ 

^RsSeT-fi, t-f-fb^tJ (XI) fc'fb^%(XII)i:=J-m7GT5y'ffc^JS (#11 

-:^;V V T^V*^ ^^5^?;^ V -^f-f -3:--r ^ - (J. Am. Chem. Soc.) 1971^ 

. 2897-2904Kt'K«) I'^i" - 1 i ^9 . -fb^tJ (VI-2) ^M^ir^ (Xfll) o Mtc 

y jkR)ST'(i. >fb^!|tJ (XI) t<b^f|^(XII) iK^RJStCioT/^^L/i-f 5 
m7t:KJSlc#i-^ Jii^i ^j-fb-^li (VI-2) *#^o 
[0 0 8 1] 

mi- > V A. 7K*<b* '^^^ h 1; A i:'0^«7X*^'fb^tJ ; 53^^ > 7- h -7 H Kn -7 
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: 24/ 



[0 0 8 2] . , _ , 

o^&v^ti^s 0 omm%T'*.*o 7ic«»KJSt±. ir:^:^7Km(D^tt>^ \zm^ (D7mm^ 

tt;£,I 7mm'7)imMit. ^t^m (XI) i-=&;vicM.L-c#^i'&v>L*^i o^;v. UtL< 
1 0 0 8 3 1 ^ , . ^ 

;Va^-7-;V. y^f y yntf;VJ^-x;V. :c:=.}VJ^-7^ -r h -7^ Kn-7-7>. 1.4- 

[0 0 8 4] ^ _ 

ov>-t:\ ^t^% (VI-2) ^MTuRiSMxM-- _(III-2) ^^^1"^ 

^S^6-efflv^'btt;i,'ft^Ji> (XI) RZ^ (XII) 5i. -Hfmp^n^iLTW^i^A^-ei. t 

ttra!<^^b^^^ (III) <7)^%. E = -W' -CH (R« ) -O-W^ --C^^^ (III-3 

) <D^t^m (III-3) ) i±. mK-i:£iii^T<7)KJB^7X7s<^fi^io^i^^oxmM 

[0 0 8 5] 
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^-z^ : 25/ 



[4b 1 6 1 



>2->-N O 



(XIII) 



„i R 



(xSK) 



(111^) 



OH (XgM) 



(XIV) 



OH 



(xau 



COOR 



(XV) 



4 

(VI-3) 



COOR 



[0 0 8 6] 

JilSRS^f . ^(xiii). (XIV). (XV). (vi-3)-e^^$tL^<k^!^{±. mr. -ett^' 

Mt'^f^(XIII). 4t^t)(XIV). fb^tJ(XV). 'fh^%(VI-3)^lH&-ro 

RJS^7-e{±. (XIII) ^«7G>^1SIC#1-^ ticj; (XIV) 

■fh (X@K) o mMTU^JSii. R)S^2 ^ci3^t^XeDi:|Wl;itHLt:tr:b^^^o 
[0 0 8 7] 

^v>-e. # ^> tL/i-fb^J^ (XIV) hi'c-^m (XV) f^^b^t? (vi- 

3) =^^3*1-^ (X^lL) o \t^m (XV) ■t'OV^^ o^f^tzioT. 

iL^o fiJx.ii\ 7?)^^|g^#-^-*>;2.<t^t; (VI-3) ^-'Tfcm^-^^^^t-^t/ (xv) 

-C^>J:v^Ci - 3 r^V^vy^-^^^hWL'^m (VI-3) f4. ^: lt 

M^L/tm^^^'^^ 41:^^1^ (XV) (XIV) t=£:F;rMi^J; '^^^^^^^T-e^iS 

^-^^^I^ICJ; ^)M7ti-'2>-i:>&^''el^^o ^R):S{4. RJS^ 2 *3 It ^ X^C t 

[0 0 8 8] 

R^S^7-e{4, (VI-3) ^W7timAz\-^^Z.h\z.X,'() . -fk^tJ (III-3) 
iti--5> (XflM) o ^MTcKiSti^ tuM<7)RjS^2 t:::fettSX®D^:|Wl;|tl^L-C^fTfett;&o 
m^^l-^m^^hixh\Y.%m (XIII) 2§,<y*^ (XV) rUSKp=!,t LT#^tcX#-Ci. t 

m^<^\t'^m (III) <^^^. E = -V\^^ -CH (R^ ) -W ^^oW^ 
-CH2 -W* - (W^ {±M^^t /it±*^$tLTV^T=^) iv^C 1 - 2 T;v^V>^^Ar: 
i") t-*^^(iii-4)<^<b'^% ('ft:^%(iil-4)) t±. i5ax{fJ^T<^-^JS^8t?7i^^tL;i,;^ 

[0 0 8 9] 
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DPAr, 
2) R 
R 



(Xlll) 



COOR" 



rVx. 



R* 



COOR" 



(XVI) 



(XVII) 



(XSP) R 



COOR" 



(III-4) 



(VI-4) 



[0 0 9 0] 

[^^, Ariil 



JiBKm^^. ^(XVI). (XVII). (vi-4)-e^^$tL^>fl:^%{±. mT> ^K^fi^h^ 
t?(XVI). <b^t/(XVII)> 'fb^%(VI-4)i:H&i-o 

/c^O;?)^~^lf^tL^o '^pO^-e^J). mKM^. ^mW.^. 3<?7*lgT-^^f<7)^^n>5'*>MW 
^ : p A r 3 -e^t^^tL^i) h i; T u ^ >Mt LTi±. -^Sx-tf > u -7 j^-;v* 

[0 0 9 1] 

KJS^8t:i±, t-r^t^m (XVI) h i; T';-;^'}^;^^^ >'*i^<^-^fSi-J: ^9 jk^tj 

(XVI) (75>^y^.i^-^ Am^^^$-^> m^^^^-'^^^^'it'^^ (XIII) 

jb^tj (XVII) ^m^-t^ (XSN) o 

v^;5^\ f!lx.{f V 7°n i;;vj^--f v "7 J^-- 7-;v> 7- V y 
;v > 5fe if (^^^imR'fbTk^W ;'>i5'n^dp^>^ ^d^^v;^ i^cD^mM'itTK^m ; N. N- 

(Di^mmu it^^ (XVI) i^;vti^L> 1^ 1 ^v^L*^j5-=e;v. lif t L < {±1^ i L 

[0 0 9 2] 

XfMNtcisv^-c. ^b^f^ (XVI) (D.i^J^'i^-'^i^i^^WI-^i^ 'J>nrt|-e*>)> ^/^M 
^^'f't^^f ^h^t/ (XVI) (D^T.-^-^ J^m.^^tsKl^^WLKit^^ (XIII) =SrSnx. 
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^-i^: 27/ 



^t^m (XVI) <D^:^y^~f7J>>m.t>\\:^m (XIII) tcDKBii. #ij x. ^ ^ t" -f ti (f 
ittig) RJS*fflv^-C^f*?^^*o mKJ^^lt^ B-ti^^^Ol^ftTtT^n^o m^^tVCli 

. N-^ V y t'(Dm 3 mr 5 ; Tfcm^b-^ h u a . TKm-fb* ^; ^ . 7jcm 

4t V A ^ t'(D7}(.mtr u ; i^Wi'c^^ A >fe if <7)7xm4bT ;v p& v ±m^M ; 

^m:f- h V ^ V A . v a ^S: if T ;v ^ V ; ^m7X*':^ h 'J 

A =^ if (D^m7]c« 7 ;v V ; W^-jr h V A > I^m T > ^ ^ A =2: if <Oimm>& i:' 

ifimfhfL^o :ifih(Dm.mt. it^m (xvd ifcii'?-<^'3^;^>}^-'^Ami-=E;vi::^L 

[ 0 0 9 3 ] 

-fb-^t; (XIII) (Dmmt. it^m (XVI) t/^ti'e<^*:^'i^-'i'^i^i ^^l^^->fTl-- 
it^m (XVI) 0*>?.'i^-'^A:^i:<b^tJ (XIII) i:(7);^)S{±. ^^JSi::^fStt'&» 

> ;VJC > tj: if o^W^^bTfc*^ ; ^' n -^ip^j- ^^-9- >' if <7)|^^oR^b7K*a ; 
T 5 F>& i:^(7?T 5 Fa ; l.S-v^ ^)V-2-^ ^ Vy^') V J N-^ ^;vii n V F^^^ ^^<^ 
[0 0 9 4] ^ . 

^v^-e^fb-a-tJ (XVII) ^7jc*»Rist-#-t-i:t' i -fh^^^ (vi-4) ^m^-r^ ( 

^v^TMb-^^ (VI-4) ^M5nRSt::#-r^i:t-i «9> ^b-^tJ (III-4) ^m^1r^ (X 

g #^<&peO o J: 0 tL fb O m ^ l± -7° n F 9 i?*^ ^^-t ^ t i)^X i ^ o 
t fz , tti IB L ^KlB is V- T . M^'fb^^id^'em* i: L -r T ^ y ;v .-K ^ >^ 

^ ii i S aMb^%^#^ - ^5^^^"^^^ ^° 
[0 0 9 5] 

r)'^^)\^iJ)\^^-^^'^ (1^J^}i\ T-t-5^;v. ji:^;v:?;;v.l^'-;v^ ^f) . y 

. Ci - 6 T;v^;i/-:a-^>':^;V5f^'-;v (i^Jx-}S\ ^ h dri/p?; b ^ ;v jJ^' 

tert-7^h^v?&>'V^'-^^ (Boc) if ) . T U ^V'^^ * ^^'K-JV (Aloe 
) ^ 7 jn— ^v'5!;;v>}^—-'V. ^7 V — ^ * -'i^ (Fmoc) > C 
7-10 T9;v^;v-?!/^v*'"^^ (Mxa\ t") ^ C? - 1 0 

;l,df.;V_^dj.~>5f,;V^':r:;V (-^Jx-Jf, )V ir ^ 1/ fl — (Z) >fe if ) . C? - l 

0 T9;v^;v (l^Jx{i\ ^>v;^^if) . ■7i57n^;V', -:/-^T;^i^'>y -r;vt 

7Nn-5^^>JgT- (f!lx.{i\ ^^7*. i^*^ a-^^^t') . Ci - e T;V^;V 

1 _ 6 T;vni^>'* (^Jx.tf. ^ o^h^rv'. h V ■7;V:rn^ h^>->&if) . ^ ^ 
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^—-J : 28/ 



[0 0 9 6] 

^^;v. n-^nif;v. 4yy'u}£)V^ n-y^;v. tert-rf- 

hi-^^o ^cfihom^&tLxit, ^suyy^.^ iUkit. yy^. 
fj:t') . Ci - 6 T;i'^;v-5t;;V'J^~-^v T^-^;v. 

) Vw^^:Jx-CV^-C^ J;V^C 1 - 6 T;^=3dr->S ^^^v^ j^h^ri^^ V 

o 

[0 0 9 7] _ , ^ 

;v (f!lx.(i\ n-7°nii°;v. ^V7°nti;v. n-y^;v, tert--^-9^;V 

. C7 - 1 0 T^;^^;^ (^Jx{?> ^>>^';V5S: t') . >3^;v5;v. Ci - e t;v^>'v 
T-t-^;v. 3^f-;v^;v.if-;v'&h^) . ^>yM;v. C7_- i o T 

(^a^{i\ y^;/*. B^m^j:i^) . Ci - 6 T;V^;v (^!1x.«\ f 

[0 0 9 8] 

a-^^^i^) . Ci - 6 T;vdf;v (^J£{f. n--7'nif;v;& 
t') -7^-;^. C7 - 1 0 T7;v^;v ii-') . Ci - e t;V3^v 

(-^jklf. ^h^i/. n-7°n.i.°^?/>^^if) . ^hn*>fc2f^^^fflv^ibn. Wm 

:t5&;V/^^5 h -^A. X h77'f-;VT>^->7i^7;V:tV F> i^m^^°7V'7A:&i:' 

[0 0 9 91 

mm^m7i)-h^^^m(Di^^. m^imi^i. mm. ^m. -mm. m"^. n^^B. *7^^ 
u-^ h^yy nm^^'^y^'yy^'-^ ^m^m^^^q^ ^^"77^ - {^^m 

^HPLC) . •t'E^Wfr^a-^ ^^*77^- ("t-m^^LC) #(7)#^«rffi v>;i, ^ 
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^-i^: 29/ 



m^t/^^^-^ ^^^^ i'-^ t o 

^b-^^ (I) ttlwi^M* m : ^ H. ^ * C. ^ ^ S) ^-cM$tLTv^T^> J:v^o 

-^T^^^^-S.) GPR4 0S:^#MWM (GPR4 0S:##T3'-:^ bm^J;^^ 
G P R 4 0 ^^'^T y ^ ^^'-^^ hVf^tt) > #tc G P R 4 0 S:##T ^^^-J^ h ?St±t:* LT 

43 . t /c^tt^^a < . i3-omim im : iitt^tt. itfe»tt. 

L < {±G P R 4 oi'fWiMtVxy^m-^'^^o 
:$:||0^^7)>^k^t;^^^L-C*;^.|Sm^i^ BifLIilt? (MAf^. v!?;^. yyV. ^^J^T.^ 

^v'. lib^) l^Mb-C. ffitL/iGPR4 0§ 

{i G p R 4 0 ^mwrn^-^ h ^is ^ ii^mo^K • y^wj tLx^m-^^^^o 

[0 10 21 

JSUfi-k. MtlK»> Mfiff^E. ftMl^-fb. jflL«^m, Mib:^^. 

mm ^-T ^yxv^--^. TO«•4^ le-f v yjfi.^. m^^t^<^ 

mBr,mz. m^m. ^h-v;^. t^>k-'>x. «Mi4ttw«. Mm 

i^J3&JfiLS> Mt^K«. &it^m. MSp«. 

[0 1 0 3 1 _ 

«m?ra^7)#ij^»iit'-3v^-c{±. 1 9 9 9mzB^mm.m^^i>-^hmzi2:m'^mmi)m^ 

1 2 6mg/d 1 J^il-h. 7 5 gSP-:^K'>«*W^^ (7 5 gOGTT) (M 
lfiL^tCBtt'5.^^;V3->?.^tK) :&^^2 0 0 mg/d 1 J^:^^.^^^^ (Mifilltt^^tt^ 

0 Omg/d 1 J^J.±<7)v^T^^^^*7I^•t^t^^^**o JiiaiSm 
•)rai'^S-ti:T\ r^mBt«{S (»DRJflltti':feit^^'';^='-;^lt«) 1 Omg 

/d l^felif /c{i7 5 g^P^*F'^7m:R#TO (7 5 gOGTT) 2 ^F^ffi 
i3lt^i^;V3-J^«ffi) ^^'1 4 Omg/d l^P^^-t-raj (MS) tr^V^;bc^=^. 

9 9 s^^Kwno7b-h. mfz^j:m^&m:bm^^^'^^^^o 

) 2 6mg/d 1 I^±tr^^). 7 5 g^P^ K'>«:ftitf^m2 0#F^« 

ltiiioit^^"'^^=^-^^'K) ^^'^2 0 Omg/d 1 m_h^7jNi-'ttil-e^;&o 

y^mm) 2 6mg/d l*mT'*J5. 7 5 g^PT^ F^M^#t^^2 ^^11 ( 
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^--j : 30/ 



MMt^i3tt^i5^>'V='-^?tK) 4 Omg/d 1 J^±2 0 Omg/d 1 *?i=lr7Fi- 
M^T'^;2)o ^hK. ADAO^^^IJ;;}^^^\ (MM^r^nt ^ i^'^v 3 - 

^^^^) 1 1 0 m g / d 1 m-h 1 2 6 m g / d 1 *?i<7):|ic^^ >Sr I F G (Impaired Fast 
ing Glucose) i: Q^^o — WH O i tm\ |^ I F G (Impaired Fasting G 

lucose) codt>. 7 5 gmay'-F^mnmm.m2mm immiiisLmi.^^n^v}i^^~:^m 

JK) ^^'1 4 Omg/d l*?i-e*<5>*fct^=^ I FG (Impaired Fasting Glycemia) 

M'^) , IFG (Impaired Fasting Glucose) J: I F G (Impaired Fasting Gly 

cemia) (D'fw-y^mMti.xi.m^^hfi^o $e>tc, :^mM<D^t^mit. w 

^^^) , IFG (Impaired Fasting Glucose) t/cfilFG (Impaired Fasting G 

lycemia) :ii-ibmmm^(omm^w±ir i> ^ t ^-C ^ :h o 

[0105] 

p^mm. m^\Hmm. j^mm) . nmm m : m&mu mmm) . m : urn 
^M. mm.m) . v. bm-m. mmm mxn) . ,^MMm<Dwmnm^mifhfL 

[0 10 61 

mx.i,mA<DmmmB.^ ({«i^6 0kg) Kmnn^'rz>m^. iBmtz'o. mo 

0 1 ^ v> Ll^ 3 0 mg/kgM, » t L < lil^ 0 . 1 * V> Ll^ 2 0 mg/kg#m «r , M 
$ L< (iltJl >&v^LI^2 Omg/kg#:ai:^^o C7)»:|r ^ 1 0 1 ^fev^ LMt'^S'tt-C^-^ 

[0 10 71 

m IS L K ffm^fi^ Mit tLxii. mnmutLx mm o ^mmm * ^ 
mT()^mif^i'^^o wK'Z-mKmc. mmn. ^mmk m^m. ^mm. m.mM. mmm 

I^B^B -tr ;v n - ;^ . ^Ktt-Jr ^ m^>6^'^lf ^ o 
yfr^^JfcLTtt. -B^Jx-i^J^T-TV >'m-^i5^^'>'^^> ;^xTV >m:*;v^^^^^ ^>'^^ 

FD^v^'n n°;v-b;vn->?., Fna^. v7°o tf;i/^ ■f-;Hr;vn-;^. if ::i;vifn u 
[0 10 8] 

;vn-7>*;v->>> A, b V a, l - h Fn^->-/n 
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^-Z^ : 31/ 



Jlvi'fb^iJ^LTti. Mx{?>^xTU;vh VJ^^^-^vT5>. 9>^v;vM-^> 
10 10 91 . , 



>x u y wj ; 4-7."^ =^Mv^^ itfs^x^fitjt'^^ t/ct h ^ y^.^) ym 
#: '(M • I N s - 1 ^) . ^n-f y:^ V ^-M^'J^^ > ^y^') ym^m^M m : ^ 

< 1/^- ymm) . \y^'^)^^y (Regl ixane) ( J T T - 5 0 1 ) . ^> h U ^ W (Neto 
glitazone)(MCC- 5 5 5). GI- 2 6 2 5 7 0. FK-6 14. C S - 0 1 1 . W099 
/58510l'|5«O>fb'^% (^^£{^(E)-4-[4-(5-^-^;V-2--7^-;V-4-:t-^-9-y'J;V^ 

^ ^]-4--7i^;vS§m) . W001/38325i'|B«<75<b^tJ. x-9-^*V^ 
-if-;v (Tesaglitazar) (AZ-242) . BM-13-1258. LM-4156. MBX-102. LY-519818. MX-6 
054 LY-510929. ^^^9 V y~>(Balagl itazone) (NN-2344) . T-131* /cti-e-c?):^. THR-0 

921) . « -ir;v3'>iS^--ifPl»*J : jJ^'iJ^i; T*;V'i?->^> 

f (i5o:mm:^. ^) ^ ^>^v>^rfi:4£m 

-fu;^-^ F\ F> i^V^ne^^ F^ i^'Vp^tfV F^) . V 




miE# 2005-3006800 



#11 2003-435089 



: 32/ 



mi . G L P - 1 '^^i^r^-y^ V m : GLP-1. GLP-IMR^iJ. NN-2211> AC-2993(exendin 
-4).^BIM-51077. Aib(8,35)hGLP-l(7.37)NH2. CJC-1131^] . v;V^-7°-^^'-^? 

I VP£«J (i9!l:NVP-DPP-278. PT-100, P32/98. P93/01. NVP- 
DPP-728. LAF237. TS-021^) . ^ST^^^^h (^!l:CL-316243. SR-58 

611- A. UL-TG-307. AJ-9677. AZ4014 0«) . T^WT^f 

_6_,^;^-77^_ -If |5i*^iJ. ~=ry^^n^) ^ S G L T (sodium-glucose cotr 

ansporter) ffiWJ I T - 1 0 9 5^) . H/? " ^ ^^^^^^^^^^^^^ ^^^.^^ 
-^m-^m (-^D • BVT-3498#) ^ T Vif^y^^ ^y^fz\t^(0^mm. IKKPIW^ (f!l:AS- 

2868#r / v/f- ym^mxmm. v-^y^^^y (wooi/25228. W003/422 

04. W098/44921. W098/45285. W099/22735lC|B«<D>ft'^Jfe^) . 3 ^^--^Mmbsli 
('^J :Ro-28-1675) W^lf?>*^^o 
[0 112] 

^ <7 > . ^ v:^ ^ ^> h . V'J^°;vv;^ y 4 ru:^^ -y V (SNK-86 

0) AS-3201. <i-JV]y:^^y y (ARI-509) . CT-112#) . 
atttS^^iO^^-efT^iiW : NGF. NT-3> BDNF. W001/l4372l'iB«<^-=^^-D 

vuy-iym^- ^mi^mn m k. m- (4- n n -7 :n - ;v) -2- (2- ^ ^ ;v-i- v v 
c (PKC) m^m m : ly-s 33531^), ageim«j m : alt-9 4 5 

}£'7yz?'y \£y Y^'^^y. N-7i^'>;V^Ty^y •i' A^^n^ F (ALT-7 6 6 
) . EXO- 2 2 6 . ALT-71K V^y (Pyridorin) . tfV V^^^ym . if&fM 

^^^^^ (M : ^^^J' ^ Mifli«m^'J : ^^■7'"i; F^) . V7Y:^i^^y^ 

mm^mm (BIM23190) ^ r^h~y^i^^'i-j^i^^^^'^~--r^ y^^i--^-'^ (ask-i 

[0 113] 

^^^x^f-y. n7^'Xi$^f->. T Y )i^^^:^^^y. •7;v/t;^^^>. e^j^^^-XiT^y, n;^ 

^^'j^ij'-^^^tfcti-etL^jcDm m : i- y j^^Wl^) m . :^^T]yy^^mmM.m ( 

-1097/10224 ^B^ifN- [ [(3R,5S)-l-(3-T-fe h ^v'-_2,2-i^^^ 
7^nif;V)-7-i5'nn-5-(2,3-i^^ h ^~>-7^-;v)-2-:e-drV-l,2,3,5-x h 7 H Fn-4,1- 
-^>V':r^-9-trt;>-3-^;V] T-tr^;V] vV-4-S^m^ . ^^y^-h^^fc-^ 

[0 114] _ „ , 

;v^>' '^F^V^;V. ^y^)l^^y. l-[[2'-(2,5-vli FO-5-:t^y-4H-l,2.4-:t^ 
Y V*- ;v-3-'i' ;v) tf -7 ^;k-4-^ ;v] p« ^;v]-2-^ h ^ v-lH--^ X-f ^ ^v^- ;v-7 

[0 115] 

in:^?»^J t L-c m^\-Si^m.'mmmM (^J : -r^x -7 ^ > ^ ;vt 5 -7 ^ > -7 ;v 
9 5 V. ya^vxjv?^. =yyyy<y. ryy^y'y'^y^ 7-^^^yy <y. -^^^ 

6-568849^; SNAP-7941 ; W001/82925i3 J; ?7W001/87834 K%m<<^it^^^) ; ^ ^ - n ^ 
f- FYMirC* : CP-422935^) ; * >':MiV FS##^^* (^J : SR-141716. SR-14 

7778#) ; ^v^)ym^mMip-y^Yx2^^y:^Tu4 Yry^y^y-r-^u^m m\ 
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^-v?: 33/ 



BVT-3498^) m) > B¥V^^°-■^fEa#^ m : ^J^') ^ >^ ATL- 9 6 2^) . ^3 
r^^^V (^J:CL-316243. SR-58611-A, UL-TG-307, A 
J-9677. AZ40140^) . ^7°^ F14:t:mfWJ^ (ffl : 1-7°^^. CNTF ( 

^mmmmmm^) m) . ^vv:;^ h^:^>'T=f^-;^ h m: v^^hv^h. fpl 

- 1 5 8 4 9#) . JlAWflJ* (M : P-57#) mii^m^fh^^ho 
[0 116] 

f-T^^~K\ bUi5'n;u^-^TvKs Fn ^ n n v K\ h Fn -7;V^ f-T v F. 
y;vii F'ni^nnf-T>^'F> ^> ■7;Vf-i^' F, ^KiJ^TvF. ^ -f-i? nf-T v F^) . ^ 
T ;v f;^ 7- n (i^j : tf n 7 ^ h ^ . h v r a x v ^ RM7XS*P1#^'J 

• T-k^V95 F^) . ^n;v^>-H:^;^;i/^>'T5 F^^^iJ (ffl I i5'n;ViJ'i; F^ 
^•7;vvF. ^>^v^°5F^) . ry^-t^ F. -fyy;vi£F. ^^^Uym. 
V\ y ^ ^ - F. y n -fe 5 F#75^^^tf tL^ o 
[0 117] 

it^0MM t LTJi, i9!ix.(fT;v^Mb^fiJ (i^J : ■y-'f n -7 * X y T 5 F. ^ y .3- ;^ y 
^ 5 1^^) ^ ^t*!§raJ (fO : ^ V M^^^ - h . 5 - y n ^ :7 J; xf^<Dmm 

ab & :t y ;v y n >- 5^ t L v^o 

•^y^) . Mi^=f-J:m^^^-^-nhiv^^^ y (i^j : y ^-y ^y^- 
n^^y (ID m) . 3nr--fiMH^ (^J : fl«3 n :^-$ijmiaT-. J^U^n.i^ji 
^l^m) ^j:t^i)m^fhft. ^>J»-tr^> I L- 1 > IL-2. I L - 1 2 ^ ifO^ y - n ^ 

tLxii^ '>> y (M : i; y > U a > V y :^ ;v -y >ir . 

^;V7"/N"iJ yf- h >; -^7 A (dalteparin sodium) . yiVyrVy (^J : 7 ;v y r ^J^ 

:5!7 1; A ^ if ) , h n > tf y ^ (f H : r > n >- (aragatroban) ^ . ikWMM 
m : •>n^V-'^^(urokinase). f-y ^-^--Ir (tisokinase)^ T 7° 9 - (altepl 
ase). ^T-y9--tf (nateplase). ^ y 7^ y" 9 --t?(monteplase). ^ --If (pamite 

plase)^if) . lfiL/h«*«IffiI^ (#11 : i^m-^iJ' a tfvy(ticlopidine hydrochloride) 
. vnx^y-;Kcilostazol)^ ^ n^/^y hm^^^v. ^9 yn;^ ^ > V'i' A (berap 
rest sodium) ^ jl/J^'^J^'V^ - h (sarpogrelate hydrochloride) if) ^J:t^-A^m^fh 

[0 119] 

^mMM^mnhl.Xlt^ ^Jx.{fT;VyT*;V^^F-;W (alfacalcido.l) . 

(calcitriol) , Ji;V>^h^> (elcatonin) . -^-^ ;vy h - y (calcitonin sa 
Imon) > :x.7.y^)^~-)'U (estriol) . 4y°^)y'7^^y (iprif lavone) . ^^°^F^>'@^_ 
^ h ij A (pamidronate disodium) . T V y Fn y^f- h 'J J^imm (alendronate 
sodium hydrate) . ^yiiYU ymr:^ h U A (incadronate disodium) mtimWhfL 

tfiJ' 5 y^i: LTii. '^llxii'tf ^ 5 yBl. l^i^' ^ ym2mij^mf hf\^^ o 
WM^Mh\^X\t^ fUxifi^^Vy (tacrine) . F^-^^v;V (donepezil) . lJ/^'>^•5^ 

>- (rivastigmine) > if^y^r^y (galantamine) ^ifl^\fhf^^o 
mm. ■ m^mmmmt LT«. mx.i£m.my^^^^^- ^ (flavoxate hydrochloride 
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^--j : 34/ 



) , mm^^^yy'^-^^ (oxybutynin hydrochloride) ^ mm'f^^'^V> (propiverin 
e hydrochloride) W# If ^tt^o - ^ - . x 

n_;v7'-fex-h) .MS^T-n^K (^fl : T'-^-^^^v^^^) . ^^^°^°^^^~^5 
) ' IGF-I. ^^vM±MmK=^ifS-r^H^-e*^TNF- LI 

MibiaWJd^J : ALT-711^)> : Y-128. VX853. prosaptide 

fIJ h V >V^':/^;V (Trlleptal) > (Keppra) . y"^-^^:7> (Zoneg 

ran) . 7°V^>/^-V> (Pregabalin) > K (Harkoseride) , UlV;^-^^^ 

y ) Wfmwm (f !l : ^ ^ V V f - > ) ^ T -t ^ ;v 3 U > K (^U : ABT-_594) 

jr-V K-b V y^^Wmmm m : ABT-627) . ^7 T ^ >15ll9 t^^PIW^CM I > "7^ K 

V). iS^'l4««lg(^J : GABA^##^W^ : ^-^^^^ 

[0121] 

(4) :$:||0^<7)^b'^ti^:*%Xi:^#ffli-^ii: liJ: 19> mmmmmhih^. ^ 

m-rfn£^<> ^#;v-h> ^^B> a<^^=b^t#i^<t ^)^tJ:^l^;^i-^-^^^^^-e 

[0122] 

1) :^m:^<^'it^^ tmmx t^mmi>mM'itvxnhfi^^-(DmM<D^^. (2) ^ 
mM<D^t^s^tmmxt^^ii^KmM^tL.xnhfi^ 2m(Dm]<Dm-^^m^x(Dmn 
(3) :^mM<D>[t^mtmmxt^wi^i^w.M^tLxnhiv^ 2m<Dm^(om-^ 
^m^x<^mmmiis\^^x<Di^^. (4) :^^mo^t^mtmmxt^m^i<^mMitLx 
^m^hfi^ 2m<DmM<Dm^£^^^»x'^nn^^. (5) 2^^0^(7)4k'^!fei:»xi:=ir 
sij^icwmLT#^^^ 2m<DmM<om^j:=h^^m^x(Dmmm^is\^'^(Dm-^ 

2^^0^<7)<fc^%;^%xo)ilJ^-e(^S#. *^vMi^|fr<7)jiiM;^T(^S#) >&if;&«^^fe> 
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^->?: 35/ 




s : 




-yy^^Vy V (singlet) 


d : 




ry^Uy h (doublet) 


t ■ 




VV:fl'y h (triplet) 


q . 




r x h (quartet) 


m 




(multiplet) 


br 




■T'n — K (broad) 


J 




j& 7°!; > ^'"^^^ (coupling constant) 


Hz 




(Hertz) 


CDCl 


3 


; U u )]/ A 


NMR 





mT<^##fiJ. »^at::^^v>T. (MS) {±J^:J.T<^^#t- J: «9 i'Jfet-5^-_o 

y y :e- - All ^ 

^ :^ >"fkfe : ^iPW^^ ^'fti^ (Electron Spray Ionization : ESI) ^ ttiltyz^ 
J±jt^4 :^yjt'^ (Atmospheric Pressure Chemical Ionization: APCI) o #lB;&§i# 
ESI^fflv^/Co 

ijyJ^ : YMC Combiprep ODS-A S-5 m, 20 X 50 mm 
mM : AfiS ; 0.1% h V 7 ;v ^ n @tm -^^tIc. 

B?£; 0.1% ^y■7;^:t^|^m ^^^Tth^VV^^ 
^ypj:.yV^4^:>^A: 0.00^ (Am/B?S= 90/10) , 1.20^ (A?ft/Bm= 90/10) , 4.75 
^ (A-ft/Bm = 0/100) , 7.3059^ (Am/B?^= 0/100) , 7.40^ (A|^/B?^= 90/10) , 7.50^ 
(A^S/B?^= 90/10) . _ 

^*9>?:n> h^-f i5^;VB: 0.0059^ (Af^/B?^=95/5) , 1.00^ (Am/B|&=95/5) . 5.20^ 

{m/Bm.=5/95) , 6.40^ (Am/B?i^=5/95) . 6.5059- (Am/Bm=95/5) , e.eO^g- (A?^ 
/em =95/5) . 

M : 25 mL/min. l^ffi'S : UV 220 nm 
[0 12 5] 

1 A-4 y/nif;i/-N-(2--7ji-;vj:--^;v)-l,3-'5^TV'-JV-2-T5 :^ 

[0 12 6] 
[^fb 1 8 ] 
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^--J : 36/ 



3_p{f-;V_2-7*i5'y (0.86 g) (D^i^^-Jl^ (10 mL) mm^SOVX-^m (1-60 g 
^^mi-V')"^^ (1.60 g) ^ N-(2--7ai-;v-^^;^)'9^^^* (1.80 g) ^Mx.. HmMM 

L^j:^^hAm^y!}^^m-^y^o KJz^i^^mi<^miiRm7m-rvv^^7i<.mm (lomD 

.26 g. W51%)^4a'fe^^Ht L-r#/co 
MS: m/z 247 (M+H) . 
[0 12 8] 

##-^0 2 N- [2- (4- 7 ;v :t n :7 a. :^ ;v) ^ ;v] -4--f y n tf ;v-i , 3-^ T ;v-2- T ^ 

[0 12 9] 

1 9 ] 




##'^Jl t|wi;|tt;:LT. N-[2-(4--7;v^n7a.^;v)^^;v]-^^m«>&^^W52%-e 

MS: m/z 265 (M+H). 
10 1 3 1 1 

3 4--f y y°n tf;V-N- (2- 1° V >-2-^ ;Va^^;V)-l. 3-^T :/-;V-2-T ^ ^ 
[0 13 21 
Ut2 01 



CH 




3 



[0133] 



NMR (300 MHz, CDCI3) .5ppm 1.22(6H,d.J=6.8Hz), 2. 76-2. 89(lH.in) , 3. 12(2H, t, J=6 
.4Hz). 3.65(2H,q,J=6.1Hz), 5.71(lH.s), 5. 99-6. 09(lH.in) . 7. 11-7. 20(2H.m) . 7.57-7. 
65(lH.m), 8.52-8.57(lH.m). 

[0 13 41 

4 N- [2- (2- y ;v ^ n y i - ;v) ;v] -4- ^ y ■/ n H ;v-i , 3-^ T y - ;v-2- r ^ 
[0 13 51 



ffiSE# 2005-3006800 



mm 2003-435089 



y^-i^ : 37/ 



Ut2 1] 





NMR (300 MHz, CDCh) 5 ppm 1. 23(6H, d, J=7. OHz) . 2. 75-2. 90(lH.m) , 3.00(2H,tJ=7 
.OHz). 3.50(2H,q,J=6.8Hz). 5.11(lH,s). 6. 07(1H. d, J=0. 8Hz) . 6. 96-7. 13(2H.ffi) . 7.17 
-7.25(2H,m). 

[0137] 

##i?!l5 4-^ y7'^;v-N-(2-'7:.i-;vj^-5^;v)-i,3--5^Tv'-;v-2-T^ y 

[0 13 81 



4-^^)l^-2-^y^ y y (2.00 g) 0^^y-;v (lO mL) i#m^::-30°C-e^* (3.20 g 
^m.i-y')'^'^ (3.20 g) . }i-{2-y x.=-)VJ:.^)V)-f-^MM (1.80 g) ^liWt. M^M^ 

^■if^ {m-mit-^'i:9i)^^2: it'c^'yi^:^yv) x-mmir^^tKJ^^ . mm^it^ma 

. 15 g. W41%) ^«fe^H^H i: L-r#/3o 
MS: m/z 261 (M+H). 



##f!l6 N-[2-(4-7;i/::a-n-7ai-;v)^^;v]-4--f yr"5^;v-i,3--f-Ty^-;v-2-T5 > 



2 2 1 




[0 13 91 



[0 14 01 



[0 14 1] 
m2 3] 




##M5 fcMtcL-c. N-[2-(4-y;v5a-ny^^;v)j^-^;v]^^m*5&-^iDl^42%-e« 
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^~--J : 38/ 



MS: m/z 279 (M+H), 
[0 14 3] 

##15!) 7 N-(2-7:L-;VJ^^;v)-4-yn 3-^Ty-;V-2-T 5 > 

[0 14 4] 

l<i:2 41 



(1.72 g) (lO mL) ?M(::-30°Ctr:ft* (3.20 g) ^tDx 

';>>A (3.20 g) . N-(2-7^-;V^^^^)^^S.^ (2.70 g) =l:inx.> *nM»SL^7{)^^ 

R^&?l^t^^^l&fD^m7fc*^^ v-i^ATK-^m. do mD ^unx.. ml 

^ftift:-l : 9/6^ ^2 : 1 1 -c:'^'^9 v > b ) -^WtWi-t^ ^h\ZX.^ ^ (850 mg. 

W23%) ^^rife^-felSa^ ^ L-C#/Co 
MS: m/z 247 (M+H). 

[0 14 6] ^ . , 

##15118 N-(2-:7ai.=^;vj:-f-;v)-4-[4-( h >; •7;v^n^f-;i/)7i-;v]-i,3--5^TV-;v 

-2-T 5 > 
[0 14 7] 

[^1:2 51 



2_y^n^-l-[4-( h V :7;v^n^ -7 ji-;v] ^ >(5.34 g). }^-{2-y :^='f^=^^ 
)\y)^^mm (3 60 g) j3j;tfN,N-v^-5^;V*;Vi^T5 K(20 mL) O^t^^tJ^^V^-eiBtF^I 

p^^^rFc-cYco ^jsti^%^7Xt'-a^\ sm-:^^;vt?ttaiL7to 

i^^^v-^AT'^M. (5.20 W74%) 'Srftl'feMt UT#/io 

MS: m/z 349 (M+H). 
[0 14 9] 

9 3- (4- 1 [4- ( iJ' n n p< 5^ ;v) ^ > V :t ^ ~> 1 7 ^ - ^ ''^ 




[0 14 5] 




H 



[0 14 8] 



[0 15 0] 
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y^—-J: 39/ 



Ut2 6] 




COOMe 



^f-;v(5 40 g)i3 iCfh >; -7 ji^;V'i^^7'f X9.20 g)^h;v^>'(60 mL)-7- b 7 t: Kn 
79X30 mL)co?S^Wt'v#li?L. 0°ctCitiPbTTyv:*;v^i^~>mv^-^^K40%_h;v 
15.2 g)^;5-^t£-€^>&>&^^>MTt/io MT^T^^^ KBU^m't^UKmil^r 

-e®Pjii--& i i ^ . ^M<b-^%(5. 19 g, M54%) ^^-^^h^h ^ LX^fZo 
^HNMR (300 MHz, CDCls) 5: 2. 59(2H. t. J=7. 7Hz) , 2.89(2H. t, J=7.7Hz), 3.66(3H.s) 
4.59(2H,s). 5.04(2H,s). 6.89(2H,d. J=8.7Hz), 7. ll(2H,d. J=8.7Hz), 7. 35-7. 45(4H.m) . 

[0 15 2] , „ 

0 3-(4-j[4-(^?^^^f-;v)^>i/^;^]:^^vl-2-7;^:t^7i-;^)■7^7^^ 

[0 1 5 3 1 
m2 7] 



CI' 




COOEt 



[0 1 5 4] 

##i5!l9 i:|W]»tcLT. 3-(2-7;V;^-n-4-li Ko^v^ ■:/n/N°^/m^^;V:^^^5 

^HNMR (300 MHz, CDCh) <J ppm 1. 23(3H. t, J=7. IHz) . 2.58(2H, t. J=7.6Hz), 2.90(2H,t. 
J=7.6Hz), 4.12(2H.q.J=7.1Hz), 4.60(2H.s), 5.02(2H.s), 6. 62-6. 70(2H. m) , 7.10(lH,t 
.J=8.8Hz), 7.4l(4H,s). 
[0 15 5] 

1 1 N-[3-(;^f^;v^;e-)-/ne;v]-4-7^^;v-i.3--^TV-;v-2-T^ 

[0 15 6] 
Ut2 8] 

H 

2-^n^-l--7a.^;v^^y >'(1.99 g), N-[3-(^ (l-^^ 
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: 40/ 



mmLxmmit^m (1.85g. 70%) LT#/::o 

NMR (300 MHz, CDCh) 5ppm 1.95-2. 06 (2H,m), 2.13(3H,s), 2. 63(2H, t. J=7. IHz) , 3 
.4-3.5(2H.m), 5.78(lH,s), 6.69(lH.s), 7.29-7.49(3H.m). 7.69-7.86(2H.m). 

[0 15 8] 

1 2 N-(2-7a.^;Vi^;v)-4-eV v>-2-^ ;V-1.3-^TV-;V-2-T ^ ^ 
[0 15 9] 
U\:2 9] 




H 



[0 16 0] 

2-yn^-i-e'; v>-2-^;vj^^/ :*:jl::7jc«4^ (4.00 g) . N-(2-7a.^;uj^^ 
(3.60 g) . I^m^hV-^A (1.60 g) 43j:lF:i^^y-;K30 mL)<^?S^%=lr 

fc o ^ teTKmm-^ A -efg^m. L T^t^ JiJ ^ V V :^ ;^ p& 7 A 

-C-S^SfS- tt' i ^S41:^%(2.71 g. W48%)^^feM»fcLT# 
MS: m/z 282 (M+H). 

[0161] , ^ 

###(11 3 (4-l[(4-7^-;v-i,3-^Ty-;^-2-^;v)(2-ii V i;>'_2-^;v^f-;v)T^ 

[0 16 2] 
Ut3 0] 




2--7^n^-l-:7ai^;VJ^^ y >(1.0 g), N-(2-t: ij v^-2-^ ;V-3^^^V)^^^* (0.90 
g) is j;lfN,N-y^^;V'i^JVAT^ F(5 mL)0?Ii^®=^Mva'^^lBtfBl75^iitli-Cfwo 
t;i^7X*^bV h iJ -^A (60%, m'B. 400 mg) ^SrJinx.. ^t^mFe^^-itM/^o K 

M^i>t-*5^T. 4-(yn^^^;v)^J,#m^^;v (1.15 g) ^SDx. ^yUt^^LT^ 

h Kmmi}^ ^ u^fzo K&^^m^ v >m 2 tK* i ^ v A7X«t^iir> m^^^ 

h^EFny^^' (30 mL) t::i#j|?L. yjc^'fhU f-'^ AT;V5 ->> A (120 mg) ^7X?tT 

^.^^^o X Rjs^i-a-f^ ^7X<^T3o^rBi i}- i ^ V A 10 imm 

(1.0 g) ^Jpx.. s-^tcMu-c3o^r^^^i^m^Yco m^m-^^^M^^x'om^. ^m.^m 
m\.xm.mit^m (89o mg. 44%) '^^fets^^tf^t lt#/co 

NMR (300 MHz. CDCh) 5ppm 1.66(lH.t. J=5.9Hz). 3. 20(2H. t, J=7. 5Hz). 3.90(2H.t. 

ffiSE#2 005-3006800 
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: 41/ 



J=7.5Hz), 4.59-4.75(4H,m), 6.72(lH.s). 7. 03-7. 23(2H. m) , 7.22-7.33(5H,m), 7.33-7. 
42(2H.in), 7.53-7.68(lH.in), 7.79-7.94(2H,ni). 8. 54(1H. dd, J=4. 1. 0. 8Hz) . 
[0 16 4] 

1 4 (4-l[[2-(4--7;V:fn-7i^;v)^f-;H(4-^ y y'u \£ )\^-l,S-^7 V ~ )^-2- 
[0 16 51 

ms 11 



N-[2-(4-7;V^n^:i.-;V)j:-^;v]-4-^ V7°ntf;l/-l,3-^TV'-;V-2-T5 > (550 m 
g) 7Kmti-VV^J^ (80 mg) *3 j;t/N,N-v^'^;V>3^;VAT^ K (5 mL) OU^m^M 

uimm^^u^y^o KmM^mr^7Knr. 4-(7^n-:&^f-;v)^s#m^f-^v (500 mg 

Kn79> (30 mL) KmmV. ^7 2. (80 mg) 

(1.0 g) ^^JUnx^ ^iatwHL-C30^PB^)6-irS-€Yco ^fjfmfj^^^itt' J: I^i^. ^ 
■fS^^rmSBL-C^S-fb^if^ (720 mg, 90%) ^^fevfi^M^ t b-C#/Co 

NMR (300 MHz, CDCls) <5 ppm 1. 26(6H, d. J=6. 8Hz) . 1. 61 (IH, t, J=5. 8Hz) . 2.83-2.94( 
3H.m), 3.53-3.60(2H,m). 4.56(2H,s). 4. 68(2H, d, J=5. 8Hz) . 6.06(lH.d, J=0.9Hz), 6.92 
-6.99(2H,m), 7. 08-7. 15(2H,m) , 7. 23-7. 34(4H.m) . 

10 16 71 . -. ^ 

[0 16 81 

ms 21 



4_7 j^^;V_N-(2-7a^-;V^^;V)-l,3-^TV'-JV-2-T^ > (4.63 g, 16.5 mmol) <D 
N.N-v^^^^V'i^^VATS K (50 mL) W^C60% :^miti- Y V ^ ^ (990 mg. 24.8 mmol) 
iM^rSO^mmWl^fz^i^^ 4-(y'n^^^;V)^J.#m^^;V (4.54 g. 19.8 mmol) ^ 

mm^lt^^ (3.39 g> a^48%) ^Jt-fe-^ft^bti^fc b'^W^-o 
^HNMR (CDCls) 5 3.00(t.J=7.8Hz. 2H). 3. 69(t J=7. 8Hz, 2H), 3.90(s, 3H), 4.71(s. 

ffiiE# 2005-3006800 




[0 16 61 




[01691 



mm 2003-435089 



^-v: 42/ 



2H). 6.76(s, IH). 7. 18-7. 41 (m, lOH), 7. 86-7. 88 (m. 2H) , 7. 98-8. 00 (m, 2H). 
##m 6 ^[4-[[(2-:7^:=.;vaLf-;v)(4--7a.^;v-l.3-^Ty^-;v-2-^ ;v)T^y]^f- 

[01711 

ms 3] 




[0 1 7 2 1 

yKJ-tT. 4-[[(2--7^-;v^^;v)(4--7^^;v-i,3-^Ty-;v-2-'f ;v)T5 y]^f-;v] 

«.«^m^-^^V (535 ffig. 1.25 mmol) (75x h 9 H Fn 7 ^ > (20 mL) 1.5M 
Wv-f V7^^>'VT;V5 A > (2.4 mL> 3.64 mmol) "^iwkfzo KlBU^M 

BtF^WL/co ^vS^-miiL. ^SStrvi;*^~;v*9A^n-7h^j7^ 

^_ (^ie-9->'/i^m^-f->'V=2:3) -t?ltmL. M'ft^il^ (409 mg. W81%) ^iSfeV* 

^*NM'"(Sci3)%2.99(t.J=8.1Hz. 2H), 3. 68(t. J=8. IHz, 2H), 4.65-4.69(m, 4H). 6.7 
4(s. IH), 7. 19-7. 41 (m, 12H), 7. 87-7. 90 (m, 2H) . 
[0 1 7 3] 

1 7 3-[[(2-7ai-;v^f-;v)(4-:7a.:^;i/-i,3--f-Ty-;v-2-^ ;V)T5^]^-^ 

[0 17 4] 
['fhS 4) 

— COOMe 




i#m Vhnm^(oW&^m^-x. 4--7a.^;v-N-(2--7:c-;v^-^;i')-i,3-f-Ty-;v 
-2^T ^ > h 3- (y n ^ f-;v) f - ;V75- ^S'fk^t^ (iiX*14%) =lr^fe'?fta% h 

NMR ^(CDCls) <J2.96-3.05(2H,m), 3. 65-3. 73(2H, m) . 3.9l(3H,s), 4.70(2H,s), 6.75( 
1H.S), 7.19-7.33(6H,m), 7. 35-7. 43(3H.m) , 7. 52(1H, d, J=7. 7Hz) , 7. 86-7. 91 (2H, m) , 7. 
92-8.00(2H,m). 

{ 0 1 7 6 1 

##-^01 8 [3-[[(2-7:i^-;vj.f-;v)(4--7:«i^;v-i.3--^Tv'-;v-2--f ;v)T^y]^^ 

[0 17 7] 
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^-i^ : 43/ 



[its 5] 




;v_2-^ ;v) T 5 y ] ^ f-;^]^l.#m^ (i|3l^85%) =Srllferft» t L 

iHNffi°(CDCl3) ^3.00(2H,t,J=8.1Hz), 3. 70(2H, t. J=8. IHz) , 4. 61-4. 72(4H. m) , 6.74(1 
H,s), 7.15-7.34(10H,m). 7.39(2H.t, J=7.4Hz). 7. 82-7. 94(2H,m) . 
[0 17 9] 

1 9 2-li Kndrv-l--7 j^ — ;V7°n/N°;^-l-^y 
[0 18 0] 
[<b 3 6 ] 




2-yn^-l-7ai^;V'7''n/N°>-l-5a-:/ (6.0 g> 28.2 mmol) O^^J^Z-JV (50 mL) ?# 

mtc^^m^vv'^A (7.66 113 mmol) ■^M^-^smmm^MMi-fzo KfiiSmt^^MM_ 

n-7 > ^--7 7 1- - (^^■9->/I^m^f->'V=4:l) X-mUL. mMit^^^ (2.66 g. .ilX 

^63%) ^m^^-immtLxnfzo ^ ^ „ . „ 

NMR (CDCls) .J 7. 96-7. 92 (m, 2H), 7.66-7.60(m. IH). 7. 54-7.49(m, 2H). 5.21-5.12 
(m, IH), 3.78(d, lH,J=6.2Hz), 1.45(d. 3H.J=7.0Hz). 
[0 18 2] 

##f!l2 0 5-^ f^;V-4-7 jc::^;V-l,3-:t^-9-y'->'^-2(3H)-^ ^ 
""[0 18 3] 
I-fb 3 7 1 




Kn^v-l-7^^;vyn/N°>-l-^> (1.00 g. 6. 66 mmoDiS J: <^^vT ^'^^^ U 
A (1.08 g. 13.3 mmol) (7)2-7^n/NV -;V (15 mOmm^. (960 mg. 16.0 vmol)^ 

50VXmfnWfXmT\^tio ?l^!^%50'C-C5B#M^t#L/^^i:. RjS?^tr7Xl''av^^io 

mm^t^Mu 4 v'fu}£)VJ^-T)i^-^^^z^i)^hn^^n'\tL^ mm^i^^^^ (430 mg> 3 

miE# 2005-3006800 
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MS:in/z 176 (M+H) . 
[0 18 5] 

[0 18 6] 
[-fhs 8] 



[0 18 7] 

•^;V_4-7ai^;V-l, 3-^^-9- V'->'^-2(3H)-:t > (430 mg. 2.45 mmol) (D:^^iytM 
<bV > (2 36 g. 14.7 rmoDmrnrnz'^') i^^y (194 mg. 2.45 mmo 1 ) -^Sn L . 120t:-e2 
0#Fh1WL/co RE>?W^T-b h V ;vi:-«Lf^f^. tK (*^30°C) lc?BTL/co 

mUL. MM^t^^ (233 mg. ^^49%) ^M'^mmo t LX%fZo 
MS : m/z 194 (M+H) . 
[0 18 8] 

2 2 >'V-4- "7 ^ ;v-N- T' n e ;v-l . 3- ^ ^ -9- V'- ;V'-2- T<> 

[0 18 9] 
UtS 9] 



nn-5-^ f-;V-4-7 Ji-;V-1,3-*^^V'-^V (1-46 g. 7.56 mmol) 
(15 mL) «iC7°nii°;VT^>(5 mL)*Snx./cm, it^t'. llO^C-eSBtf^m^ LfCo 

V/S^m^^;v=2:l) -e«S!iL. (850 mg. W52%) t LT^f/i 



MS: m/z 217 (M+H). 
[0 19 1] 

2 3 (2E) -3- (2- 7 ;V n -4-^ h if "7 ^ ^ ;V) T iJ' V 
[0192] 
[<k4 0] 





Me 



[0 19 0] 
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;?]Cii^l^f^v?j.-9^;V*;^*yMt^j:^^;V (9.45 g. 42.1 mmol) CO7- }- y ^ y-y y (5 
0 mL) 60% 7X*4b-^ h U -^X (1.54 g. 38.5 mmol) ^M^ri5^mmW\^fzjk. 

2-y)i':i-u-4-^y^iy^yXT)l^r^V (5.00 g. 32.4 nunol) (DT h y Vu y y > 

(30 mL) mm^mrLfzo M^m^^T^-^'^wmmwLfz'^k. im^-^;vett 

^-^^^^v^^f^A^n-T hi^'^^^ - (^^^f>/'I^m-3^-5^;v=4:l) T^ffimu^ ^ 
Mit^^^ (7.07 g> W97%) '^^'fefEtlttt tT#f^o 

iHNMR(CDCl3) ^1.33(3H,tJ=7.1Hz), 3.83(3H,s), 4. 26 (2H, q, J=7. IHz) . 6.41(lH,d.J 
=16.2Hz). 6.61-6.73(2H,m), 7.45(lH,t, J=8.6Hz). 7.75(lH,d, J=16.2Hz). 
[0 19 4] 

##fiJ2 4 3-(2-7;v:^n-4-^ h v- 7 ^ ^;v) •7°n/N°>'m^f-;v 
[0 19 5] 
[4h4 1] 



(2E)-3-(2--7>'V^n-4-^ h dr-> -7 ^ -;V) T ^ U iVBt^'^^^ (7.07 g. 31.5 mmol)^ v 
Y9\±Vuyyy (50 mL). o^^J'y-^V (5 mL) ^iTO'TbS^ (300 mg) (DU^^^yi<- 

^-yy A - (^^^t>/@m^^^^=4:l) -eW^L. M^fb^i^ (5.97 

J]X^84%) ^^ferit^t/t LTtff^o 
^HNMR (CDCI3) ^1.23(3H,tJ=7.2Hz). 2. 58(2H. t, J=7. 6Hz) , 2. 90(2H, t, J=7. 6Hz) . 3.7 
7(3H,s), 4.12(2H.q,J=7.2Hz), 6. 57-6. 63(2H,m) . 7. 07-7. 13(1H. m) . 

[0 19 7] 

##M2 5 3-(2-7;v:rn-4-t Kniev7a^-;v)-7°n/N°>m-^^>'^ 
[0 19 8] 
[<k4 2] 




3_(2--7;V:tn-4-^ >^v'-7i^;V)-/n^N°>mJ^-f-;V (57.4 g, 254 mmol) i3 i r>':^<b 
X;V5^'i7A (101 g, 761 mmol) (^) v ^ n n ^ (250 mL) l-:^^:^^'^^^ 
(74.3 g, 508 mmol) ^MT Lfc^. ^r^T-e 2 BtFam^Lf^o RfSft^/KTKt'-^ 

^;v=4-l) t?5it®L. (44.6 g. WB3%) 'Srifi-fe^ftfttJ t 

iRNMR (CDCI3) ,?1.23(3H,t,J=7.2Hz), 2. 58(2H, t, J=8. IHz) . 2.89(2H.t,J=8.1Hz), 4.1 
2(2H.q,J=7.2Hz), 6. 51-6. 56(2H.m) , 7. 01-7. 06(1H, m) . 
[0 2 0 0] 

##M 2 6 (2E) -3- (2. 6- V 7 ;V n -4-^ > 7 :c ^ ;V) T iJ' U 
"[0201] 

ffiSE# 2005-3006800 
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[0 2 0 2 1 

(2.34 g, lOA imol)i3XXfeO%7KM4ti-y V ^{0.38 
g, 9.50 mmoDOx (40 mL) ^m^yi^^TlO^mmnLfZo ^(DmUK 

2'6-S?7;V:tn-4-;>« > df^ v > X T ;v li K(1.5 g, 8.71 mmol) ^tlD;i> ^rU^'t'C^ 

^i/^) Y)^^ ^2-^ I ^'^-7 4 - : ^^•^> = i : 10-1 : 5) ic#L. ^® 

<l:^%(l. lg> JIX^52%) t L-C#/io 

MS: m/z 243 (M+H). 
[0 2 0 3 ] 

##15!! 2 7 3-(2,6->^'-7;V:^-n-4-^ h :3f v 7 7°n/N°>mj:-^;V 
[0 2 0 4] 
[^b4 4] 




[0 2 0 5] 

(2E)-3-(2,6-e^7;V:rn-4-^ h^->7:i^->'^)T^"; ^V^-^'^^^^^ (1.1 g, 4.54 mmol) 
^ X h 9 t: K o :7 9 > (30 mL) h 3^ y - ;V (30 DiL) <7)vfb^^§IK^l^#j|? L. 10%^^° -7 v A 
-R*(0.30 g)=&j3PxL. 7K*#ffl^T. m^-^^mf^nWLfzo Bt«=SraSlJL. 
M^ailL. ^ffl-fk-^ij^d.n g. JR^100%)=lriE'fe^S'lit%h L-Ctffco 
MS: m/z 245 (M+H). 
[0 2 0 61 

##f!l2 8 3-(2,6-v7;v:tn-4-t Vu^^yy:z.=-)V)y°u^-^i^m^^)'^ 
[0 2 0 71 

[-(1:4 51 




[0 2 0 8] 

3-(2,6->>'7;V:rn-4-^ h ^ v "7 -;V) -/n/N" (1,17 g, 4.79 mmol). m 

^ftT;^^ -"^7 A (1.9 g, 14.2 mmol)i3J;m-:t^ ^ (1.7 mL, 9. 80 mmol) <7)~:^ 

n n ^ ^ V 'mWi (20 mL) ^ yJcJtT ^ ^?a-e4B# W L o =^ f± ^\ 1 

- (@^m.i:-^;v : y^^^-y = l : IQ-I : 5) MtL. ^S'fb'^tyd.O g. W91%)=lriEfe 

ffliE# 2005-3006800 
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MS: m/z 231 (M+H). 

10 2 0 9 ] s n ^ , 1 

mm 1 3- {4- [ (4- i y ;v (4- 7 :c ^ 3-f- T v^- ;v-2-^ ;v) T 5 y ] ^ 

[0 2 10] 
Ht4 6] 




2--fu^-l-yx.=-)\yJ:-^yy (100 mg) ^ }i-^yp}l^^^M^ (83 mg) ^iW'^N.N-v 
^■^;v^;VAT5 K (2 mL) c7)vl'^!t^^80°C-C-lP#FBl^-i ?M^^^o KJBM^m^O°CI,z.i^m 
L 7X*ik-^ > V -A (60%. -ifttt, 80 mg) ^jJPx.. ^■S.tr30^/&^^ M^/io RJS^i'^ 
mi-es- (4- 1 [4- ( ^ n n ^ ^ ;v) ^ ^ ;v] :t ^ -7 :l - ;v) T'n ^ }^ (300 
mg) =^JDx.> ^MTlB#F«1^>§r£^?/to KM^%*7Klci±r. ®^@^jif-;v-trtta:iL/co 
f^^jif-;Wji^Presep Dehydration tube (fDjfe^^ (*) M) =SrfflV^T|£». L 

^ib-ci : 19^^ hi:otx-^^^i^:^>}-) x-mmir^ :zt\zx^. mmit^m (no mg. JR 

MS: m/z 535 (M+H). 
[0 2 12] 

mmm 2 3- i4- [ (4- 1 [ (4-^ v ^ n h° 3-^ T ;v-2--f ;v) (2-7 ^ ^;v^-^;v) T 

[0 2 13] 
Uti 71 




3_ |4_ [ (4- 1 [ (4-4 VZTxx 3-f - r y- ;V-2-^ ;V) (2-7 -;V J^'^;v) T ^ 7 ] ;^ 
v;v) 7 7^n/N°vm^ f-^^ (350 mg) . 2W^imA\.-t > V atK 
M?^ (2 mL) :feJ:tfJ-^^--'K5 mDc^m-^tftr^jaTn^Ky^^iM-^/co RJi&M#%^ 

ffliE# 2005-3006800 
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7jc-c«t. m^^mym^r-^m^. im^-^;vT'W{±iLfco mm^^^^m^mim 

MS: m/z 515 (M+H). 

^ife-^ 3 ^ 3-H-[(4- i[(2-7 :c^;v^^;v) (4-^ v v>-2-'f ;v-i. v'-;v-2-^ ;v) 

[0 2 16] 
l'fb4 8] 




[02 1 7 ] 

mmm2 tmmKLX. 3-|4-[(4-{[(2-7^-;V:^^;V)(4-lfU v>'-2-^;V-1.3-f-T 

(i|3l^72%) ^^fe^B^^ b-C#fCo 
MS: m/z 550 (M+H). 
[02181 

HMM 4 3- 14- [ (4- 1 [ [2- (4- ^ n n -7 ^ ^ ;v) (4- -7 ^ - ;V-1, 3-^ T V"- ;V-2- ^ 

[0 2 19] 
Hb4 91 




[0 2 2 01 

N-r2-(4-^^i='i='7^->'^)^^>'^]^^^* (108 mg) > ^-l--7 ^ ^ > 

(100 mg) i3J:tFN,N-i>^^f-;V^;VAT^ F (3 mL) 'DU^i^^MU'Cmmj^-^m-^fz 
:z(DU^m^^7m'lti-VV^J>si60%. 40 ing)=S:7jc^tT*t!x.. S^atc^ LTlBtF^I 

°^>§^%-i?/^o ES?l^%t33-(4-|[4-(^'nn^f-;v)-<>'i>';v]^^i^f 

ffiSE# 2005-3006800 
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(159 mg) ^?x?^T*n^. ^mzuLx^hi,-mm:^-^^m,^f^o Kmm^m^ 

V >m2 7X*i @^m-:^^^v-ettmL/io ^m^^^^m^-mm^^ 

MS: m/z 583 (M+H). 

[0221] > o 

5 3- 14- [ (4- 1 [ [3- ( V ;V T 5 / ) 7° n ;H (4- 7 :c ^ ;V-1 . 3-f - T y - - 

[0 2 2 2 1 

[^b 5 0 1 




OH 




N-[3-(>;^^;VT^ y)-7'ne;i/]^:t^« (90 mg) . 2-^^^-1-7 ^-;Vj:^ y > ( 
100 mg) j3j:tFN,N-v^'^-3";V>}^^VAT5 K (3 mL) (DU^m^m^-^^l^^J^^^^^^o 

;i(Dm^mi^yi<^m^ti-hv ^-i^mx. -m^. 4o mg)^7X<^T*p;t. m.'i^Km:Lxmm-^- 

i tM/c o RJ^:^?l^f^ 3- (4- I [4- ( ^ n n ^ ^ ;v) > V ;v] ^ ^ V i :7 ^ f 

(159 mg) ^7X<tTl]flx.. m.U<<^M\^X ^ h l<:imm^^U^yzo RM^tJ^U 
>m27jc*l?5;i;'>i^7jcvMl''^r. im^^^vtT'WffiLf^o sm^^ji'S^^t^ii-^ ^ 

2M^7m^ti- y V ^ ^7mm. (2 mL) i3j:rfa.^y-;K5 mD^Df^^^^^- 
TttffiL/Co W^MJ^f-;Vil^Presep Dehydration tube {^itMM iW) M) =lrfflv^r^ 

•m^k. mrit-caa^k-^tr (142 mg> W5i%) ^srst-fefs^tj^t i-'^^^-o 

MS: m/z 558 (M+H). 
[0 2 2 4] 

mmm e 3- H- [ (4- 1 [ (3-^ h ^ v e ;v) (4- -7 ^ ;^-i, 3-^ r ;v-2--r ;v) r 5 
y ] p< ■5^;v! ^ > V ;v) :t ^ v] "7 - ;v} T'n >m 

[0 2 2 5] 



ffl|E# 2005-3006800 



#11 2003-435089 



^--J : 50/ 



['fb 5 1 1 




OH 



[ 0 2 2 6 ] 
MS: m/z 517 (M+H). 

[0 2 2 7] . ^ , 

mmm i 3- H- [ (4- I [ [2- (4- f - ;v7 :^ ;v) j^-f- ;v] (4- ^ - 3-^ T y - ;v-2- ^ 

[0 2 2 8] 
[<b5 2] 




OH 



*ifei5!]4 hiwi«tcL-cN-[2-(4-^^;v7ji-;v)j^-^;v]^:t>^«;e)-?>W44%-e^^<b 

MS: m/z 563 (M+H). 

[0 2 3 0] „ „ 

HMM 8 3- 12- -7 ;v ^ n -4- [ (4- { [ [2- (4- "7 ;v ^ n -7 ^ - ;v) (4--^ v 7 n t 

7^ >y _ ;v_2-^ ;v) T 5 y ] ^ f - ;V| ^ > ;v) :t ^ v] 7 ^ - ;v} 7° n > W.^^^'^ 

[0 2 3 1 1 



miE# 2005-3006800 



mm 2003-435089 



^~~J : 51/ 




(4-i[[2-(4-7;v:tn7a.^;v)j^f-;H (4-^ v:7°n if ;v-i,3-^Tv'-;v-2-^ ;v)T^ 

^^-^1- (510 mg) . 3-(2--7;v^n-4-t Kndrv-7^-;V)7n 
(280 mg) . h V 7 01 ^ ;V * -7 ^ > (420 mg) X ZfT V v * ;V v 

(40%>;v-3^>^t?t. 750 mg) <D V {3 mD'mm.^MU'^rmm^b^^M-^f^o K 

it^m (490 mg, W64%) ^H-feMtfetJ ^ L-C#fCo 
MS: m/z 579 (M+H). 
[0 2 3 3 1 

9 3- 12- 7 ;v sa- n -4- [ (4- i [ [2- (4- -7 ;v :t n 7 - ;v) ^ ;v] (4-^ y n t! 
3_^ y _ ;V-2--f ;v) T 5 y ] ^ ^ > i^'-'^) ^ ^ v] 7 ^ 
[0 2 3 41 
[-fk 5 4 1 




3- 12- y ;v ^ n -4- [ (4- 1 [ [2- (4- -7 ;v ^ n -7 :n. ^ ;v) j^-^ ;v] (4--f V "/n tf 3-f - T V 

-;V-2--f ;i/)T5 y]^^;V}^>S?;V)^^>']:7c..-;V} •7'^/^°>'m^^^^'(485 mg)=S:J^ 

mSE#2 005-3006800 



#M 2003-435089 



^-v : 52/ 



^y-;v (5 mL) i^mML. 2M^7icm^b-t h atk^m (2 mL) ^mk.. &^^-^mm 

fzo Presep Dehydration tube (fD^M (1*) m) =lrffi V^T^:^^. itiSLtMjb^ 
tJ (354 mg. 11X^75%) ^^felSa^ ^ LT^fCo 
MS: m/z 551 (M+H). 
{ 0 2 3 6 1 

^ifefili 0 3-|4-[(4-|[(4-7^-;v-i,3-^Ty-;v-2-^;v)(2-tf 

[0 2 3 7] 
[-fk 5 5 1 




«f!l8 fcIwi»tcLX. (4-l[(4--7a.^;v-L3-^Tv*-;v-2--r;v)(2-evi^>-2-^ 

MS: m/z 564 (M+H). 
[0 2 3 9 ] 

mmm i i 3- 12- -7 ;v d -4- C (4- 1 [ (4- ^ a. ^ , 3--^ T V*- ;v-2- ^ ;v) (2- tf v y >- 

[0 2 4 0] 
[^b 5 6 ] 




[0 2 4 1 ] 

S t |WI»^C LX. (4- {[(4-7 :c^;V-l,3-f^T V^-;V-2-^ (2-li U ^Jy-2-4 
;vji-^;v)T5 yj^-^-'Vl 7ai^;v)^ ^y-;vt3-(2-7;v:tn-4-ii Kndr'>-7 

MS: m/z 596 (M+H). 
[0 2 4 2] 

mmm 1 2 3- 14- [ (4- 1 [ (4- -7 0. -;v-i. 3-^ T ;v-2-^ ;v) (2- H° 1; >-2--f JV^^ 
>'V)T5 7 ]^ ^vv;^):^^^^]^^-;^! 

miiE# 2005-3006800 



#11 2003-435089 



^--j : 53/ 



[0 2 4 3 ] 
Ut5 71 




[0 2 4 4] . , 

m-mm9tmm^^\^r. 3-|4-[(4-l[(4-7a.^;V-l,3-f-TV^-;V-2-^;v)(2-Hi; 

7}^^m Kx^) mmit^^ =^ W82 % t^^^ l o fi^^-feis o 

MS: m/z 550 (M+H). 
10 2 4 5] 

mmmi S 3-|2-:7;V:tn-4-[(4-l[(4-:7:^r.;V-l,3--^Ty^-;V-2-^ ;V) (2-li V 

[0 2 4 6] 
ms 8] 




*M#!19 WtrLT. 3-|2-7;V:a-0-4-[(4-|[(4-7a.^;V-l,3--^TV'-;V-2-^ ;V) 

Jt^»4in7fc^^§? ^^^^ ^M'ft^tJ * Jix^70% -e-^^ l o h^h o 

MS: m/z 568 (M+H). 
[0 2 4 8] 

mmmi a 3-l4-[(4-|[(3--7^::^;vymi°;v)(4-ev v>-2-^;v-l,3-^TV-;v-2- 

[0 2 4 9] 



aiiE# 2005-3006800 



mM. 2003-435089 



: 54/ 




*»J4 h|WI«l-LT. N-(3-:7^^;V7°nt;;v)^^mKi3J;If2-rn-:e-l-lf >; v^- 
MS: m/z 564 (M+H). 

mmm IVl- 14-[(4- 1 C (4-^ v s-f-r ;v-2-i' ;v) (2-tf u y >-2-^ ;v 

[0 2 5 2] 

Kb 6 0 ] 




V7°ntf;V-N-(2-tfvy>-2--f;Va^^;V)-1.3-f-Ty*-;V-2-T5 > (127 mg) (D 
N N-y-?«^;V*>'Vi=>T5 F (2 mL) iMt^7jc*^l:-^ > V A (20 mg) *inx. ^ia^^i^ 
pi^^ i m,-^fzo KB-m-^m KmU-r:^3- (4- i [4- ( ^ n n ^ ^ ;v) y v ;v] t ^ ^/l :7 ^ _ ;v) 
:7°n/N°>m^^^v (159 mg) ^Mk.. ^vU-C 1 BtKi^- i ?M/Co KiSrI^%^7Ktc&p. 
|'^^jE.-^;V-eJfttii Lfco ®^^-^-?-;^@^Presep Dehydration tube (^D^^^ (^) M) 

(#^jtiri : 19^-^1 : It b) -eSPfli-^-^^-i "9 
^ferS^^^^^^^o i^'y-^v (5 mL) K'SML. 2MM:^Mi- W ^ 

atKvm (2 mL) ^ipx.. Mu-^^mm:^^^u^y^o ^j45fi^t>=ir7K-e*mb. m^mm 

TK^^'^pf'SlL, f^^^^;Vt?ffifflL/io Presep Dehydration tube i^^y^M (*) U 
) :^ffiv^Tf£^m^ MLT^S'ffc^J^ (105 mg. 11X^41%) i^^^^nt VX^fZo 
MS: m/z 516 (M+H). 

[0 2 5 4] , 

mmm i e 3-i4-[(4-l[(4--r V7'f-;v-i,3-f^Ty-;v-2-^;v) (2-7^->'v^-^;v)T 

miE#2 005-3006800 



#11 2003-435089 



: 55/ 



[0 2 5 5] 

me 11 




[0 2 5 6] 

mmmi 5tmm^vr. 4-^ v:7^f-;v-N-(2-^^-;v::c^;v)-i,3-f-Ty*-;v-2-T 

MS: m/z 529 (M+H). 

^'^J 17 3- 14- [ (4- 1 [ (3- 7 - ;v n If ;v) (4- 7 X - ;v-l , 3- f - T V - ;v-2- ^ ;v ) r 
5 y ] ^ f - ;v} ^ y ;v) ^ ^ i>] -7 ^ ^ ;H ^ n /^° >^ 

[0 2 5 8] 

[41: 6 2 ] 




[0 2 5 9] 

mtmi 5t|WI»t'LT. 4-ya.^;V-N-(3-7:n^;V7°nli;v)-1.3-f-Ty-;^-2-T 
MS: m/z 563 (M+H). 

[0 2 6 0] , ^ 

mmm i s 3- i4-[(4- ![(2-7 (4-7"n ;v-i.3-^T v--;v-2-^ ;v) T ^ 

[0 2 6 1 ] 



ffiiE# 2005-3006800 



#11 2003-435089 



^--J : 56/ 



Ut6 31 




[0 2 6 21 

N-(2--7a^^;V^^^V)-4-7°nli;V-l,3--f-Ty-;V-2-T5 > (246 mg) ON,N-v^-^ 
;V*;VAT5F (2 mL) mmi<Z7m^ti- W ^ ^ (40 mg) =lrirax.. ^vUTn^F^^S-^m-^ 
/Co KBM^m K^U-CS- (4- 1 [4- ( ^ n n ^ f - ;v) > V ;H :t ^ ! -7 X. ^ ;v) > @^ 
^f-;v (318 mg) ^tnx:. ^yUtr mr^^-§ r£-€Yco KBU^m^yKl^zU^ . S^m^^V 
T-fflmLfCo S^m^^^l^S^^Presep Dehydration tube m^^M (*) ^) ^^^'^^^ 

^de-9-> (#5«j:k-ei : 19>&-^1 : i*-ei^9i>'j:-> h) T-Si^-ri.itJc i t). ^T^^b^ 

J^(380 mg)^^'fe'?St^%i: Lt:#/co 
MS: m/z 529 (M+H). 

mmml I ^3-l4-[(4-l[(2-7^::^;v:i^-^;v)(4-yntf;v-i.3-^T:/-;v-2-^;v)T5 

[0 2 6 41 
['fb 6 4 1 



H3C- 




imm iVmmKLt^ 3- 14- [ (4- 1 [ (2- -7 a. ^ ;v j^f - ;v) (4- -7° n ti ;v-l , 3--^ T V - ;v- 
2-^ ;v) T 5 y ] y ^> v;v) v] -7 ^^;vl 7°n/N">m^ f-;v(7);^^'r4ii]7X^»t^ 
J: ^^M'fb^%^W84%-c?^^L/io ^-feM^^J^o 
MS: m/z 515 (M+H). 
[ 0 2 6 6 5 

mmm2 o 3-l4-[(4-l[[3-(y^;v^^)7°nii;v](4--7^^;v-i.3-^Tv^-;v-2-^;v 

[0 2 6 71 



ffiiE#2 005-3006800 




[0 2 6 8] . „ 

mmmi StmmiZLX. N-[3-(^f-;V^:^)-7°ne;V]-4--7:.i::^;V-l,3-^Ty-;V-2 

NMR (300 MHz, CDCI3) <? ppm 1. 90-2. 02(2H.m) , 2.08(3H,s), 2. 42-2. 72(4H, m) , 2.89 
(2H t.J=7.BHz), 3.54-3.64(2H,m), 3.66(3H,s), 4.78(2H,s), 5.02(2H.s), 6.7l(lH.s), 
6.82-6.94(2H,m), 7.1l(2H,d, J=8.7Hz), 7. 18-7. 55(7H,m) , 7. 74-7. 97(2H.m) . 
[ 0 2 6 9] 

mmm 21 3- 14- [ (4- 1 [ [3- ( ^ f - ;v ^ ^ ) :7° o }£ ;v] y - ;v-2- ^ ;v 

[0 2 7 0] 
[<b6 6] 




[0 2 7 1] 

mmm9 trnm^-LX. 3_l4-[(4-l[[3-(^f-;v^^)ynii;v](4--7:c::^;V-l,3-f-T 
MS: m/z 533 (M+H) . 

[0 2 7 2] ^ , 

«^!12 2 3-l4-[(4-{[[3-(^^;v;^;v^-i' -^^)^ae;V](4--7i-;^-1.3-•5^TV- 
[0 2 7 3] 



miE#2 005-3006800 



#11 2003-435089 



^--J : 58/ 



Ut6 7] 




3_ j4_ [ (4- I [ [3- ( ^ ^ ) -7° n 11 (4- -7 - , 3-f - T y' - ;v-2-^ JV) T 5 y ] p< 

f^;vt^y v;V)^^v]ya.ri;vl :7°^/^°ymy ^;v(280 mg). m- ^ n niii^Mm(122 
mg) i3XZf-fV9\^Vuyyy (10 mL) O ^ mi^-C 3 B#r^ ^ VM/^ o KJBM^ 

180 mg. 62%)*^'fe-Mat?t LT#/io 
MS: m/z 563 (M+H). 
[0 2 7 51 

m-mm 233- H- [ (4- I [ [3- ( ^ f - ;v ;^ ^^-i^ - j^) ^ ° ;v] (4- y ^ ;v-i . 3-^ T V - 

[0 2 7 6] 
['ft 6 8 1 




3_ |4_ [ (4- 1 [ [3- ( y ;v f - ) 7° n t° ;v] (4- y ^ " ;v-l . 3-^ T y'- ;v-2- ;v) T ^ y ] ^ 
^)V\-<y'J)V)^^Zy^y :r.=.M'^u^-^ym^^)^i.2Q() mg). m-^?nnii^,t#m(263 
mg) J: t^T- h y Fn y 9 >' (10 mL) (DU^m^M-U.-^ 3 Bf Fh^^^ ^ m.^fZo K)^A^^ 

a^^y (^^jttri : i9;0^t>i : o^T-^'9i^':^^y b) x-SM1-^-^t'i 
141 mg. 67%) ^tr^-fevft^^i: L-C#f^o 
MS: m/z 579 (M+H). 
[0 2 7 8] 

mmm2 4 3-|4-[(4-l[[3-(^f-;v;^;i/y'f-;v)y°nii;v](4-ya.^;v-i.3--f-Ty^- 
;^_2-^;i/)T5 y ]^^;vt^y v;v):r^->]y j-^^vi -fu^^ym 

[0 2 7 9] 



ffi|iE#2 005-3006800 



mm 2003-435089 



^--J : 59/ 



I'fk 6 9 1 




mmm9 tmmt^^vx. 3-{4-[(4-|[[3-(^'f-;v;^;v7^-;v)-/oe;H(4-7^-;v-4 

MS: m/z 549 (M+H) . 
[0 2 8 1 1 

mmm 253- H- [ (4- 1 C [3- ( ^ ;v ;v .i^ ^ ;v) •7- n h° ;v] (4- -7 ^ ^ ;v-i . 3-^ t y - ;v- 

[0 2 8 2 1 
Ut7 01 




«^J9 i:Iwi»tcL-C. 3-i4-[(4-l[[3-(;^^;v^;v=i.-;v)yne;v](4--7^-;v-l,3 
_^ ^ y _ ;v_2-^ ;v) T 5 y ] ^ ^ > >'V) ^ ^ 37 ^ - ;vl :/n ^)V<D-^m 

MS: m/z 565 (M+H). 

[0 2 8 4 1 ^ . 

mmm2 e 3-i2--7;v:^-n-4-[(4-l[[2-(2-7;v:tn7^^;v)ai^;v](4--f y7'^li;^- 
l , S-f- r y- ;v-2-^ ;v) T 5 y ] ^ ;v 1 ^ > -y ^ ^ ->] y ^ ^ I ^ 1=^ ^"^^ ^ 

10 2 8 5] 



ffiiE# 2005-3006800 



mm 2003-435089 



^-z^ : 60/ 



lit! 1] 




N-[2-(2-7;V':^-0 7a.-;V)J^-5^;v]-4--f V7°nii;V-1.3-^TV'-;V-2-T5 > (139 m 
g) ON N-i^^^f'-'V^^VAT^ K (2 mL) «tr7lc*^k-^ > V A (20 mg) ^iDx., 
X-mm ^ o KmW^^^^ l-m^-^^S- (4- 1 [4- ( ^ n n ^ ^ ;v) y ;v] :t ^ v l -2- 
7;v:rn 7 ■7°^/^°>'it^■5^;v (175 mg) =lrSnx.^ Si^'Cl Bffsl/^^ ^ rl-^Vco KB 

S^m^^;v-e|fi{±lU/io im^^;ve^Presep Dehydration tube_ ( 

4-xmMLfzo mm.^^)^-^^^^-' immtxi : 19^6-^1 : itx^^y^y^j^y v) -e 
sii-r^- ^t'i n-^mm^^nfzo ^(D-rnvtm^^^ y -^^ (5 mL) itcml. 2 

te7Xm<t^ > "f^^^W (2 mL) ^Jnx.. ^ra-eiHtrmi^o^^rMfco RJSm-^tf^Tfc 

-t-«L. ima^m7k^?^-e>ffPL. S^m^f-^'^-ettmU^Co Presep Dehydration tube 

m^mm m) m) ^m^-xnm^k. mmLxmrn^t^m (206 mg. jr*7i%) ^m^^ 

MS: m/z 551 (M+H). 
[0 2 8 71 

mmm2 7 3-l2--7;v^n-4-[(4-l[[2-(4-7;v^n:7^^;v)^^;v](4-^y:/-^;v-l, 

7. >/_ ;V_2_ ^ ;V) T 5 y ] ^ ^ ;V} ^ > ;V) :t ^ ] 7 - ;V 1 •/ n > m 

[0 2 8 8 1 
Hb7 2] 



F 




[0 2 8 9] 

mmm2 e tiwi^^cu-c, N-[2-(4-7;v:*-n-7:n^;v)i'f-;v]-4-'f vy^;v-l,3--^T 
MS: m/z 565 (M+H). 

[0 2 9 0] ^ ^ 

«M2 8 3-l4-[(4-{[(4-^ V7°ne;l/-l,3-^TV'-;V-2--r ;V) (2--7 aL::^;VJ^-^;V) 

[0 2 9 1 ] 

tBiE# 2005-3006800 



mm 2003-435089 



^-i? : 61/ 



['fh 7 3 1 




MS: m/z 529 (M+H). 

«m 9 ^3-l4-[(4-l[(2-73.^;v^f-;v)(4-H°';i^->-2-^;v-i.3-f-Tv'-;v-2- 

[0 2 9 4] 
I'fb 7 4 ] 




MS: m/z 564 (M+H). 
I 0 2 9 6 1 

«1^J 3 0 3- 14- [ (4- 1 [ [4- (4- ^ n n 7 :c ;v) -5-^ ^ 3-:^ ^ ^ V^- ^^-2-^ ( 
[0 2 9 7] 



2005-3006800 



mi 2003-435089 



^-z; : 62/ 



lit? b] 




3_(4_1[4-(^nnp<f-;v)^>y;v]:t^'>l ■7Jc-;^)^n/A°>^^^;v (50 mg, 0.16 
mmoDc^N.N-^^'p^-^JV^^VAT^ F(l mL)?#?Kl::4-(4-i:^ n o :7 ^ -;V)-N-:l^;V-5-^ f- 

3_^df.-9-v'-;i/-2-T 5 >- (45 mg, 0.19 mmol) N- v;^ ■f-;V^ T 5 F(0.5 mL 
)Mi3 i O^^^m* U A (33 mg, 0. 24 mmol) =^t]qxT70°C-e66af f^m^ LfZo KlBUK 
7X(2 mL) =^Un;t. n n ^ ^ > (2 mL) t:-ttm Lfzo ^GeneVac®'«M^«-e« 

ffimM L nh fifz^mm ^ ^ y - (2 mL) t^^^ii im^TKm-fb^ 7m 

miO 32 mL. 0.32 mmol) ^M^. ^?^-ei8Bf F^m^ L/^o K)Sml::im^mm=S-j3nx. 
t4 1 L A m n n ^ ^ > (2 mL) mLfzo =^ GeneVacjt^ll^ztiB^e 

L o ii/ * ^IJIHPLC ( 9 > h ^ ^ ;vB) -ettS-r ^ i t J; 19 ^a^b^Jfe (4 

.6mg, ijX^5%) ^mzo 
MS: m/z 505 (M+H). 
[0 2 9 9] 

*iif!l3 1 3-[4-[[4-[[(2-7^-;v^f-;v)(4--7i-;v-i.3-f^Tv--;v-2-^';v)T5 
/ ] ^ ^ > V Ji^] ^ v] 7 - ;v] y n ^^p^ •^^ ;v 
[0 3 0 01 
Ut7 61 




[4-[ [ (2-7 ^ - (4-7 - ;v-i, 3-^ T V'- ;v-2-^' ;v) T 5 7 ] ^ -f - ;v] :7 ^ 

(409 mg. 0.98 mmol). 3-(4-ti Kn ae^/:; i:^;v) f-^V (195 

mg. 1.18 mmol) *5 i V 7^^;V*;^ 7 ^ > (297 mg. 1.47 mmol) Oy-h^HKn^ 
9:^ (20 mL) Mt::i.l' -iTV^i^:^ }^^=-^^)^-^^^'') (371 mg. 1.47 mmol) 
X. ?Ii^%=^^?aT' 16 ^ffi»L/c:o yfmm^^^^^. 

;V5!77A^nvhi5^97'f - t^ffim L. ^m^t^m (273 mg. JR^50%) =lrit-fe«^« t 

^HNMR (CDCh) S ppm 2.59(t,J=7.7Hz.2H). 2.88(t,J=7.7Hz.2H), 2.99(t, J=7.5Hz 2H) 
, 3.66-3.71(m,5H), 4.66(s,2H). 5.0l(s.2H), 6.74(s.lH). 6. 88-6. 91 (m, 2H) . 7.10(d.J 
=8. 5Hz, 2H) , 7. 19-7. 41 (m. 12H) , 7. 87-7. 90 (m. 2H) . 

mmm2 005-3006800 



mm 2003-435089 



-^-v : 63/ 



mmm 3 2 3- [4- [ [4- [ [ (2- 7 a. ^ ;v) (4- -7 ^ - 3--^ T ;v-2--f ;v) T 5 
/ ] ^ ;v] ^ y V ;v] 5^- ->] 7 a. ^ ;v] n > m 
[0 3 0 31 

[<l:7 7 1 




v;V]^^v]'7^->'V] ^^1=^^^°^^-^^-'^ (270 mg. 0.480 mmol), xh7liFn:7-7 
y (15 mL). do mL). 7jc (10 mL) i5 Xlfy^mitV ^ ^ ^ limm (60.4 

mg 1 44 mmol) (Dtl^im^^^^-eSBf Fh^^ t/Co RjStl^tJ^ nmm.mx-^mL. 

«=^«i±T-e^*Lfc:o ^S^S^m-:i^^^^-^^-^^>^'"^S^B^'ff^^- M^k-a-J^ (162 

MS:m/z 549 (M+H). 
[03051 

3 3 3- [4- i[A-m2-y :^=-)VJ^^}^){i-y ;v-i. - TV- Jv-2-^ ;v) T ^ 

[0 3 0 61 

['fb? 8] 




3- [4- [ [4- [ [ (2- V ^ ^ ;v ;v) (4- -7 ^ ^ ;v-i , 3-^ T ;v-2- ^ ;v ) T 5 y ] ^ 

^>'v;^]:t^v]7al^;v]7°^/^°>m (150 mg, 0. 274 mmol) 7 -;V (10 mL)v#m 

lc2Jt^7j<m<fc-?- > (0.27 mL. 0.54 mmol) ^Un£T75-^m-^fc<^-^. i^)±«liL/c 

o mm^M^ mL)l^^li?L/;f^. m'fii*^V~>'>^^W (0-137 M, 2 mL, 0.274 mmol) 

^^^H^V^y:7°ne;va:-^;V-^i^^>':^^^S^H^BU. M^h^tJ (128 mg, W78% 

) ^SfeWi^ LT#/io 

TC^^^ffit C68H62N4S2Ca • S.OHaOt LT 

fi-iilt:C. 68.66; H, 5.76: N. 4.71 

ffliE# 2005-3006800 



mM. 2003-435089 



64/ 



mm^lC, 68.86; H, 5.85; N, 4.60 

[0 3 0 8) , N ^ 

mmm 343- [4- [ [4- [ [ (2- -7 ^ ^ ;v) (4- ^ ^ - . 3-^ T y - ;v-2-^ T ^ 
y]^f-;v]-^yi>';v]:t^>']7^-;v]7°n/N°>m [(5-^ ^;^-2-:^^v-l.3-v^^v- 
;^_4_^ ■f-;!/] 
[0 3 0 9] 
Kb? 9] 




3_ [4_ [ [4- [ [ (2- 7 a:. ^ ;v jcf - ;v) (4- "7 a. ^ 3-^ T V*- ;i/-2-^ ;v) 7 5 ^ ] ^ f - ^-v] 
^:/i^;V]:^^->]7x-;^]7°^/^°>'m (450 mg, 0.82 mmol). 4-(^ n n ^ ■?-;V)-5-^ 
;V_l 3_-y:t^V-;V-2-:t > (146 mg. 0.99 mmol) is XXf^m.^ -7^(170 mg. 1.23 mm 
ol) '<D^ N-v^-3^>'V4^;VAT5 F (10 mL) W*S-^-e50trBl» t/^o RlSfl^i^t: 

L. (175 mg. M32%) tTtf/co 

iRNMR (CDCh) <? 2.12(3H.s), 2. 63(2H. t, J=7. 5Hz) . 2. 89 (2H, t, J=7. 5Hz) . 2.94-3.03( 
2Hm), 3.62-3.72(2H.m), 4.66(2H,s), 4.80(2H.s), 5.0l(2H.s), 6.74(lH,s). 6.84-6.9 
l(2H,m). 7.08(2H.d,J=8.7Hz), 7. 19-7.4l(l2H,m), 7. 84-7. 91(2H.m) . 

[03111 ^ n 

3 5 3- [2- 7 ;v ^ n -4- [ [4- [ [ (2- :7 ^ ^ ;v) (4- 7 i - ;v-l , 3--^ T y - ;V-2 

[0 3 12] 

Kbs 0] 




[03 131 

mmms i tmm<7):fom^m^^x. 3_(2--7;v^n-4-ii Kn^->-7^-;v)-7°nyN°^'m 

j:f-;vi:[4-[[(2--7a:-;va^^;v)(4--7^^;v-l,3--5^Ty-;v-2-^ ;v)T5 

7 i ^ ^ ^ - ;v:$- ^.^a^b^tj =^4ftfefSttit^ ( W5l%) t Lmfzo 

iHNMR (CDCh) 3 1. 20-1. 28(3H,m) , 2. 57(2H, t. J=7. 6Hz) , 2. 89(2H, t. J=7. 5Hz) , 3.00( 

2H t J=7.7Hz), 3.63-3.73(2H,m), 4.08-4. 16 (2H,m). 4.66(2H.s). 4.99(2H,s). 6.61-6. 

70(2km). 6.74(lH.s). 7.08(lH,t.J=8.8Hz), 7. 19-7.4l(l2H.m). 7. 88(2H. d. J=7. 4Hz) . 

ffliE#2 005-3006800 



mm 2003-435089 



^->>' : 65/ 



nmms 6 3-[2--7;v:tn-4-[[4-[[(2--7ai-=-;v^^;v)(4-:7i^;v-i,3--^Tv^-;v-2 
10 3 15] 

Hb8 1] 




[0 3 16] 

mmms 2 tmm<D:}fm^m^^-r. 3-[2-7;v^n-4-[[4-[[(2--7^^;v:r-^;v)(4-7 

X. - ;v-l, 3-f^ T y - ;v-2-^ ;v) T ^ y ] ^ ^ > v^^l^] ^ ^ "7 ^ - -"i^] ^'^^ ^^-^ 

^HNMRCCDCh) $ 2.63(tJ=7.5Hz,2H), 2. 90(t, J=7. 5Hz, 2H) , 2. 99 (t, J=8. IHz, 2H) , 3. 
68(t,J=8.1Hz,2H), 4.66(s,2H), 4.99(s,2H), 6. 63-6. 99(m, 2H) , 6.74(s,lH), 7.09(t.J= 
8. 8Hz. IH) , 7. 19-7. 41 (m, 12H) , 7. 87-7. 90 (m, 2H) . 

[0 3 17] , X ^ 

mmmS 7 3-[4-[[3-[[(2--7a.:::;V^^;V)(4-7^-;V-1.3-^TV'-^V-2--r;V)T^ 

y ] ^ ;v] ^ > ;v] ^ ^ v] -7 " ;v] 7° n >'m^ ^ 

[0 3 18] 

ms2} 




COOMe 



[03 1 9 J 

mmms 1 tmrn'^^m^m^-x. 3-(4-t: Y^u^i^y:^=-)i^)-^u7-^ym^^^^t i3-[ 

[ (2- 7 0. c:. ;v j:.^ ;v) (4- -7 ^ ^ ;v-i, 3-f - T V'- ;v-2-'f ;v) T 5 7 ] ^ ^ ;v] 7 ^ ^ ^ ^ 
y (W87%) =Sr*feM^yti^^ b"^#''-o 

iHNM (CDCI3) 2.58(2H.t,J=7.8Hz), 2. 87(2H, t, J=7. 8Hz) . 2. 98(2H, t. J=7. 2Hz) , 3. 
60-3.73(5H,m), 4.66(2H,s), 5.01(2H,s), 6.74(lH,s), 6. 87(2H, d, J=8. 7Hz) . 7.08(2H.d 
J=8.5Hz). 7.15-7.43(12H,m), 7. 89(2H, d. J=7. 4Hz) . 

[0 3 2 0] , X . 

mmm ss 3- [4- [ [3- C [ (2- 7 ^ ^ - ;v) (4- 7 a. - ;v-i. 3-^ T V- ;v-2-^ ;v) T ^ 

[0 3 2 1 ] 



ffiiE# 2005-3006800 
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^-i^ : 66/ 



ms 3 1 




COOH 



[0 3 2 2] 

mmms 2 tmm<D^m^m^>-c. 3-[4-[[3-[[(2--7a.^;v^^;v)(4--7^-;v-i,^ 

^HNMR (CDCh) <5 2.62(2H. t. J=7. 7Hz). 2. 87 (2H, t, J=7. 7Hz) . 2.97(2H.tJ=7 5Hz). 3. 
67(2H,t,J=7.5Hz), 4.66(2H.s). 5.0l(2H.s), 6.74(lH.s), 6.87(2H,d. J=8. 5Hz). 7.08(2 
H. d, J=8. 5Hz) . 7. 16-7. 44 (12H. m) . 7. 88 (2H. d. J=7. 4Hz) . 
[0 3 2 31 

nmrn 3 9 3- [4- [ [4- [ [ (5- ^ ^ ;v-4- 7 ^ . 3- ^ -^t ^ - ^^-2- ^ ;v ) ( ^ D JV) T 

10 3 2 41 
I^kS 41 




COOMe 



5_p<f-;V-4-7^^;V-N-7°ntf;V-1.3-^^-^V'-;V-2-T^ > (407 mg. 1.88 mmoDO 
N N-v^ ^;V*JVAT5 K (10 mL) mm^T^mti- V V -^A (60%> 82 mg. 2 04 

mol) ^Sva-C-inx/i<7)^. 30^F^WL/io RJB?l^!i/l'3-[4-[[4-(^' n n ^ 
>v;V]5r^>']7^->'^^]^i=^^'^°>'^^^''^(500 mg. 1.57 mmol) =^^3^x.^ MU'X'4:Wmm 

^ ^ Mjk^t/ (251 mg. W32%) LT#fCo 

iHNMR (CDCh) 5 0.90(t,J=7.2Hz,3H), 1. 58-1. 75(m. 2H) , 2.43(s,3H), 2.59(t,J=7 7H 
z 2H) 2.89(t,J=7.7Hz.2H), 3. 31-3. 35(m, 2H) , 3.66(s,3H), 4.67(2H,s), 5.02(s.2H). 
6'.89(d.J=8.4Hz.2H), 7. ll(d, J=8.4Hz,2H), 7.22-7.43(m. 7H). 7. 58-7. 65(m, 2H) . 

nmml 0 ^3-[4-[[4-[[(5-^^;V-4-7a.:::;V-1.3-:t^-9-V'-;V-2-^;v)(7'nli°;V)T 

miE# 2005-3006800 
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^-v : 67/ 



[0 3 2 7] 
ms 5] 




Me 



7 



COOH 



Me 



[0 3 2 8] 



mmms 2 tm<7):i^-m^m^^r. 3_[4-[[4-[[(5-^^;v-4--7 3.^;v-i,3-^^^v-- 

iHNMR(CDCl3) S 0.89(t,J=7.5Hz.3H). 1. 57-1. 70(m, 2H) , 2.42(s.3H). 2. 62(t. J=7. 6H 
Z.2H), 2.88(t,J=7.6Hz.2H). 3. 30-3. 35(in, 2H) . 4.67(s,2H). 5.02(s,2H). 6. 87-6. 90(m, 
2H), 7.10-7.13(m.2H), 7.22-7.41(m,7H), 7. 61-7. 64(m, 2H) . 
[0 3 2 9 1 

mmm 4 1 3- [2, 6- V -7 ;v ^ n -4- [ [4- [ [ (2- y ^ - ;v ^ ;v) (4- -7 ^ - ;i'-l . 3-^ T 



;K200 mg, 0.87 minol) J: ^^m<b^%(300 mg. W56%) ^Mfevfi^il^ t bTtffCo 
MS: m/z 613 (M+H). 
[0 3 3 2] 

mmmi 2 3-[2,6-v-7;V^n-4-[[4-[[(2-7i^J^-^^;V)(4--7^-;V-l,3-^T 



[0 3 3 0] 
['fb8 6] 





[0 3 3 3 ] 
UtB 7] 




mmml tmrn^VX. 3-[2.6-v-7;V:tn-4-[[4-[[(2-7:n^;Vcc^;V)(4-7^^;V- 

ffi|E# 2005-3006800 



#11 2003-435089 



1 3-f-Ty->'v-2-^;v)T5y]^^^H^>^^^^]^^'>]"^^-^i"^^°^^'^^^^'^^^^^^° 
o'mg. 0.49 mmol) i i9^M^b^!^(271 mg. W94%) Irt^fe"/'; XA^ h bX#f^o 

MS: m/z 585 (M+H). 
[0 3 3 5] 

1 ) ^ifefiJ 1 <D^t^m 30 m 

2) »5^-t;vn-X 1 0 

3) fLff 1 ? "'^ 

ft 6 0 mg 

±|B1) . 2) . 3) ^XXfA) ^U^LX. ^9^>:^?-/-b;vic^«-r^o 
[0 3 3 6] 

1 ) 1 (Dit^^^ 3 " ^ 

2 ) ?L3ffi ^ 2 ^ 

3) y^y^uai/Tyfy 15 g 

4) 55; ;v.i?^r v;>^ ^;v^^>'^a-X*;Vv'5' A 44 g 

5) y^xT V ^ 

1000 ttl40g 
hifll) 2) isilfS) (7)^»i:3 0 g04) t^yKxm^L. MmmJk. 

4 g04) iSit/l g05) ^?£^L. ^iMt^ i ^ fl^l"^ o ^ 
OJ:°dt^LT. If^^/c'^Mflllc^'fk^^^S Omg^^^-r^te^Jl 0 0 0^^#^o 
[0 3 3 7] ^ .^^ 

mmm 1 ii>fi3^GPR4o ^ mmm.'D e c 5 0 «o-<^7e 

EC5 0 mof^ai'^iti hS3^GPR4 0^^^l§51L/SCHO.^fflm*^ffiv^/^o 
SB«;6^^fcv^Pl !9 ^ CD C H OlfflBS^ii 1 0 %^m^m.m (Invitrogen) ^^tf a 
-MEMi^ik (Invi trogen) =lrffi V^T:^* L/>ro 

Ty^-CmBK. mt:3yy)V:x.yyK^£;btxmmLfzmm^. PBS (Inv i t 
r o 2 e n) =^ffiV^T'; ^J^L/c^. 0. 05% Trypsin - EDTA^tv^ (Inv 
i t r o g e n) ^m^^rWU^L. m'L^mWXMUVfZo nhiXtzMmo^WMMV. 

1 mL^/t ^9 3 X 1 0 ^ momm^'^tiiZ ^ ^ ^::#fXb. B 1 a c k w e l 1 e 
d 9 6 -we 1 1 p 1 a t e (c o s t e r) \ZlK^fzy) 1 0 0 ^ L-fo^ffi^^. 

CO2 *&«^i^-c-H^:^«L7to ^<D i: ^ \-$MMhfzCEommK^mum^yy°}^^'<^^ 

int ^(7)r^(D,^fflBtI*]:^'^V~>'^^?tK«M^FL IPR (Molecular D e v 
ice) ^fflV^TiteL/Co FL I PRt'T«rt:^;V'>'>^M«S!'^M^-^^^-^ 

[0 3 3 8 1 

t-r mt^m^^«F 1 u o 3-AM (DO J IN) ^^-TS^c*. ^;&V>{iF L 

SS (Invitrogen. 100 OmL) t'lM HEPES(pH 7. 4. DO 
JIN. 2 OmL) ^m^fzM i&^-r. HBSS/HEPESW) 13. 7'n^:T-> F 
(S i gma. 7 1 Omg) ^IN NaOH (5mL) K^m^^. $?>^'HBSS/H 
EPESi» (5mL) ^DW^XM^Lfz^m (lOmL) ^«L. ic^vM^T^^^ 
^/s'>;.-7T-i: Lfco ^^-F 1 u 0 3 - AM (5 0 g) ^DMSO (W a k o . 2 1^ 
L) ^'^^ftfU. $ P,l'^:^<^2 0%7';vn>m (Molecular Probes)^ 
ira;itf.^t^. ( 1 0 5 L) =lr»bf^T>y^r^/s-;'7r- (1 0. 6mL) 

r-ftnx. M-fe^vM^P^l-^-o T-y BUH t-B 1 a c k welled 9 6-w 

1 0 0;t.L-fo^ffif^> CO2 ^«^t3-ci^r^:^ftt. mt3^^^«^^^& 

tifzo mm^k<Dmmii±-n^<^Ty^4^^yyr'-^m^-xmmvfz^^. fl i pr^^^ 

ffiiE# 2005-3006800 



#JII 2003-435089 



^--J : 69/E 



ell plate (-9- > "7° V- h ) K 2 ju l-f^^^^. -2 0 "C^^^ISW LfCo 

lif?:tL7t-ij->^"';v:7°v- h 0 . oi5%CHAPS (do j i n) AO 7^ -fe^^^^u^ 7 

1 9 8 1 r^mu^^ mmy'i^- > tiwiti#tcF l i PRi^-ty h Lfzo ii).±<Dm 
^m^ML fz^k. F L I p R x^m.u.m^ > •7';v«^<^ifflJ5ai*i v"^ ^ i^m<Dmm 
^m^Lfzo ^Lx^fih<Dm^^^ ^ ^m^^xcDm-M.KiBmm.^w^L. ecs o-iit 

[0 3 3 91 





ECsoCnM) 


mmm2 


48 




38 


mmm^2 


19 


mmmAo 


55 


mmm42 


65 



[0 3 4 0] 



Hi.iE# 2005-3006800 



#112 0 0 3 -4 3 5 0 8 9 ^-Z^ : 1/E 



mm] 

mm] 4 y^') y^miS:Mm^m^m^£ t-of-m • mmmt L-r*ffl=& g p r 4 o s 

mw:^m ^ (I) 

mi] 




(I) 



mm n°p t L T cot/14 Ki3\.^xi> mitfz'\±K ^ ^ l r is 19 > wfLttt/ o G p R 4 0 
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l/E 



003-435089 



m m A 



m m m 



[000002934] 



^M^^ B 1 9 92^ 1^220 



1^ 
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